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[oooi] jytt^y-^m&mirzx/UTt^T^w^fctexxfZftbz^m 

—if, ^\Z.^hyp^^uzfxi ; rT— if (MMP) dSg|-^bTV>5 0 MMPtttMMP 
-1 (Il37^ ' ^)d^MMP-23^-e#<<D^T^y*-^# J &$tL, #5fc<^£3l#: 

frxmskfc (viwmmm ) xnmm^mntmmmmcD^ (.mm ±mmmv 
mmpi^^-st^s^^t:^^ 

#f ! F^l:H^M^97 / /27174/^^lx5/h 
^fF^2 : H^M^99/ / 04780/^^W^N 

«MN : 5:i(R5:S»^MIR01/83463x<>-7Uyh 

«MM : AiSte:HR^M»»01/83464^<X7Uyh 

#fF^7:H^5fl^00/63194^^>'^U^h 

^WfFXittliffl+tlSIUfe,^— ^ ^ ^W-A' *"**HJ— O.Med. 
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Chem.) 19983^ 3141^ !&4-§\ p.640-649 

[ooo4] ^w^rafiJLio^jdii*, &Mm*bttiti&m* tbznom&te^ytt 

[0005] Fi, 1) — #5£ (I) : 

Wbi] 

R 6 — R 5 — R 4 -S0 2 -W (I) 

Hfc2] 



G£f > R'fiNHOH, fcKndp-V, ^ci±iim/^=3r->; 




zl 




o o o 

II II II 



,^0 V^O c^XDO 
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3 



¥kist\sx\ ^X\>&\ ^to7U — ivy )V ; 
Z'tt-CH - N -NH-, -O-, Sfcft-S-; 

2 

Wfc3] 

N O O -N 



[0006] £i^Cf£L<te, -20) ^P-f-^c 



(^^,R\R\^J;^R 3 m)tlll^)Tto$tb6»Tfe§i)|H^^b^^ 

3)R 6 ^ : 
Wt5] 




2) 



MM 
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(R 7 )P 




R'tt^tt^taMLT, ^n^y, il7/^/K ^P7/^ MT/^^/l- 

-4©lt ; pfiO— 5cDSi5c ; qfiO— 6<DMWt ; rttO- 7c«fc ; sfiO— 1 1 ©St) 

[0007] 4)R 1 ^tKn^^-T?fc^l)-3)cDV>-r^^c:|E«c<D>fb^, ^<Dft^?g'I4#: % fcL 
5)R 2 *3<tcm 2 '*S j ett j eti4!&S:UT, ^n^V, fcKn=^v\ #/V^v^ jfr/W*^ 
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[0008] 6) r 2 & «ttm 2 * #**veh4&ftuc\ tK0^, ^y^ntvw, s -^/k >r 

yWtf^i/y^vK ifr/M^S^^vK ^/W^-fWy^vK #/W^^V^;n5vK y/V 
^M^vK 2-^/U^^^vK v^n^V/wy^K 3-y*TvV:ypfc < 7K 4- 
T^/y^vK yrn~/K 4-fcKn^>y3i~A\ ^^vvK 4-fcKn^v^<>-yvK 4- 
^/l^J-n^iXvvK 4-y'n^-<^v?/^ N 4-— hn^^v^K 

l-^-:7^ywy^vK 2-i~y^vvy^vK bf /vy^vK -O'Ky/K ^ 

7iy-2- ivwy^/K -f5;yvy/M^vK ^o-y^-y-y— ^-2— tvvy^/K 
y^ry—/v-2— f/wy^/K *fc«-<^x-r^^y-/w-2-^/^^/i--T?feS5) |5 

9)R 6 ^ : 
Mfc6] 




WO 2005/012268 



PCT/JP2004/010697 



[0009] 10)— ^^(II-A) : 



(^^> R 8 «:*ff?JD!C^ ;*^vK -Yyyntvv, s-:/^/K jyy^/v^ t-7^/K fcK 
P^to^vK l-fcFn^v^vK 2-fcKP^>3^vK ^/Vtf^v^^/K #/WzF> 

n=5f~>-<:/vvK -f^K— f/V^^/W; 

X«-CH=CH-^fc«-S-; 

R 9 (35£: 

Mt8] 

N O O -N 



Zfi-CH = CH-tttteS- ; 

tKn^^SiT;^, 7>>;K v^TA £fcteffi&$*vTl^-Ob£^T^/) 

11)— jRS;(n-B): 

Wk9] 



Mb7] 
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,-<=/ » H 



COOH (II-B) 



R s nfcmm^-, ^y/n^K s-t^/k ^ry^vK t-^/K tK 

n^-jy^^VK l-fcKP^v^^vK 2-fcKn= s rv-^^vK #A-tf^^^vK ^AtfWf 
ixrc^/v, 2-^/1^:3-^^/1^ :7^~/K ^tK^v-^—zK 4-tK 

Xtt-CH = CH-^fc J2-S- ; 



&7/]s*/\s?*, fcKn^, fcKn^>{M7VMvK 7i/^, ~)>n N VTA t>L<tt 
R 20 *3iU?R 21 ^— Itfvl^oT, -CH = CH-CH = CH-, -O-CH -O-, -O-CH 

2 

-CH -O-, -CH -CH -O-, t>U<«-0-CH -CH -X*mfr£ftth&&$:Mf$ 

2 2 2 2 2 2 

[0010] 12)— A&StQl-C) : 

R 23 R 8 

r22 ^0~ r9- 0"I~s^ cooh (n<:) 



R B Kfci£: 



Wkio] 
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(^"K R 8 &7kmw^, -fyyntVK s -y^/K -fyy^/K t-y^vK tK 

n^v-y^/K l-fcKc^v-^^yK 2-fcKn^voQ^yK #/V/J^->^vK 

Xfi-CH = CH-ffc J4-S- ; 
Mfcl2] 



N O O -N 




13)— ^(II-D) : 
Wbl3] 



R 8 




COOH (II-D) 



(sfctK Rittrnm*. y^VK ^yyntVK s-v^vk -fyy^vK t-y?VK tK 

Xf2-CH = CH-^fcli-S- ; 
R 9 te5£: 
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Wbi4] 



N O 



O -N 





[0011] 14)— j&5£(II-E) : 



R'ti&mm+s wfttjv^ s-:/^vk -fy^/K t-^/K tK 

c^v^/K #/W^vo<^vK jJJ>V&* 



Xte-CH = CH-*fcfi-S- ; 



Mkl5] 




Wfcl6] 
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, tKn^MMT/MvK XvvK ^hn, v-T/, ^/ctett&^TV^-ObJ^T^./) 

i5)R 8 ^ -fyy'ntVK s-y^/K ^fcf^y y^/v-r&s 10) -14) cd vvfti^- 

[0012] 16)l)-15)©V^^^-IB^^b^Sr^^tbT^Wi-5^m^ 0 
1 7) 1) - 15) (D\ ^mAz^mo>ik&m*^J&ftb\^X^1r%*?n7ri^T 

[ooi3] ^mmw'p, m&x°i>v<tem<Dmmtm^&fr&xm^^ti%mmT/^^} 

o , *?VK n-:/czfcVK ^yy°afcVK n-y^/K ^yy^vK sec- 

y^VK tert-:/^vK n-^O^K ^y^^yK neo-'O^vK n-^drvVK ^ 

#!l;Lte\ -yynyntVl^, ->yn:/^K ^P^yf;V, v^u^vvK 

ffl is « * s mkxh\^< M&<Dm mtm^^xm v ^ats r »7^^ 
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o 

*£-£&^LTlv-Ot>«fcV\, Wx.«, ^~/K 2-:7 p nfc°~/K 3-:/^~/K 4— 
2-C6Tyl^r-/l^W tb*L5 0 SfclC^lXtt, C2— C4T/l^—A'tf5^f £>*L 

[0014] *wmm*. m&x*h\^<fem<vmmtmfr&t>^xm\<^tiz{Tv—ji'ibn, 

r 2 *5 j:t>*R 2 ' (c*3tt5 rry — >v\ h\jx\t7^Mmi^ \ 

R 3 K&tfz> rry— am bvxu.7^/vfym ^ui \ 

R^&tt^rry— /i^L-cte^-zK i-^^vk 2— ^^yuaw^u^o 

^bj^*^. rr^/^wj^fi, HuSEr(g^T7^vj^HuisrTy-/H^i^fi 

^—/K/nlf^h t7Wf;i/ (^Jx-lf, l—ryT-W?^ 2-1-7 3- Wf- 

2-t7f;Mf^, 4-fc < ":7;ii:=vM^/l^?3:LV\ 
R 3 (c4e(t5rT9/V^Ji:b-C«7^^^Cl-C3T/^/V^0^LV\ 
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[0015] ^wmmtp, m&x^v<nm<Dmmtm^^x^^ti^^^T])—/ui 

o MZ.te, ¥v})/is(fflz-&, 2-t 0 nU/K 2 

4-^^vy/v) „ fc^y'yyKMx.^, l-tr^y/K 3-t°^yy 
> wrTSVMmju*. 3-^y^ryv^) > jytty-WMmm* 3-^y* 

y/vK fy-^/WM*.*^ 2-fc o y^v, 3-fc o yv?/K 4-fc°yvvvK t'7^(#jiH: 
, 2-}?9i?~A')* , eys&~Mm*.tZ. 2-try^~/K 4-tfy^v ? ~,wh try*^ 
/KMitf, 3-t°y^^/w), xhyyy/K0!i;tk£> m-^^yy/i^ , a-^f-^ry 
vjvwzsz. i. 3, 4-^-^v?Tyy/v) , ^TWy^^RH 1, 3, 
ryy/W, -r^Ky^/KM^fi, 2-^fVKy^~/K e-^vvi?-^) . ^mi/fv 

y-Ky/v), -ry^yy^CMx.^x h^/jj^), ry^vw 8-:/y~/vh 
asvy^MM*.^ 2-dryy i?~sv) ^y* sV)v<MkxZ^ 3— fy^-yy^h 3vy 
/Kfllxj*. 2-^ryy/K 5-^yy^), 7^7^/>(^jx.f^, i-7^^=/v-), ^ 
^y^~/K#i;t^ z--ry ^yz-y-^mz-ts, 2-*/*^-=->v) s 
*c>ry»~/u(mz.&, 2-*-tyy=.;u)^»';v^(Mx-\-£. 3-i wu^), y 

xy^=/KM;tfc£, 2-y^y v^/v) , #/w^yyMM;tk£> 2-7J/w^yy/K 3-77 
^^hyv^/K^lx.^ 2-^^vhy^/w, s^xt^MJ^ 
/v),/^^/!/^^^ i-Tyy~^/K 2-ryy-v^K ^i^/y^^vm 
*.ri, 2-^y/77^)> ^^yV^'yA' 2- 

-o-yv^yyy/v), ^^y^f/u;u(Mx.«!> 3-^^y-ry^yy/W , ^y 
tty-yytvmTLte, 2— o-y^-^yy^K ^y^^ryyMflfRkf, 4- 
^mt^ryy^), -o-y-ry^ryy/v(^jx.«, 3— <^y-ry^ryy/v) , 
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R 6 ^*3^r^nry-/Hi:L-c^, ^yy/K^Rfi, 2-^yy/w), ^y^/v^i 
Mz-tz, wy=*yy/K 3-sfy*;vju) y \*v&MW*-t£* 3-t°y^/w) % ^vy^ 
~/v(M;U3\ 2— <y/77=;w) , ^^^—/W^Rkf, 2— oo/^^ww) , 
^y/77-/K 2-^-^/v), ^y^c^tjx.^, 2--7y/w)^^ 

[0016] ^am**, r^nry— ^T/v^j^fi, fffiErfgar^/vjcDfiE^ig 
i^-yy/^^/w) , ^ryy^^/KM^^, 2-^T^y/vy^/K 4-^ryy/M^- 

Mz-te, 5-^T^y^-2-^^/v)^^y^^f-y'y^^(^r)x.(^ % ^^y^ 
■y-y— ;v-2-' f/M^/w) , ^^y*^ry*y^^K^lIx:f^ % ^y/fr^-;W2- 

/Kflifctf, 4-^yy*y/M^h ^yyy^y^/W^j^ui, w^yy/M^- 
/v), ^y>yryy7M^(M^«\ 1— <>-y>yryy/M^w , -o-y^yy^ 
y^M#J;tte\ 2-^yy=3ryy/vy^)^^yv^y , y/vy^/^(^!jx.^. -<^y 
^^/-;i^2-^f;i/) , tfy^/MT-Mfcia.tf, 4-t°y^y^vv) , ^y/vy^/K 

R a *sj:tm 2, tJii3»tsr^nTy— /vt/^/wj £iyri±, >f^Ky/M^-/K^Jx.« 
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f/KWttf, ^/>f$^- /i^-2-y^/w) % ^—A^Mfcljifcf, tt-7aZ/ 
-z-4)V^)V)^fz\i&T^))V^)vm7Ui£, 2-^Ty*y/M^vK 4-^-Ty*y 

[0017] ffllffl**, ^T*t>b<f*ffi(D^|gm^t>iirTfflV>btt5r^#^^^ 
jftSfflf&Kt, ftSttogtftbS, Hatful, ^EHil^-Xf^^^iirttci^W 

f ny^/P(Mx.(€, l-t°ny>?^/K 2-fny^/W), fc o ny~M0lRfc£, 3- 

t°ay=yv) N ^yyy^MM*.^ 2— r^yy s^ao , ^j/ys/KWitf, 
-Y^yyy % t^yy ^^Kiitf, l-t^yyv^/K 2-fcWy , 

yy~A-(M;U^ t°^/y^),tvy^K^x.(l fc^y^A 2-t°^y v 5 /^) % t° 

^7^(Mx.«, l-tr^^/w) .^o-Ky-M^Rf^ l—o-Ky-^h y 
-fVKy=/K0!i;U3, -fy-f^Ky^/w) , -tA^y-zK^jitf^ ^e/i^yy, 3-^e/p* 

y=/l^),4H-[l, 2, 4]^-dr-y-v ? Ty— ;^5-ty, l, 2, 3, 4-xhyfcKn-Cl, 8] 

i-??-Vi?>, 1, 3— <^yvo*-^y^~/K l-^yy^y^/K 1, 4— <^y>^ 
,i^y=/K i, 3-^y/^t^y7-^, l-^^y^y^/K i, 4-^^y^ 

[0018] *wmw*p, rryu^jirfi, fltnarry— ^jj6»e>«i»$n<52#aES:st!*-r*. #u 

7x^y -^^-u^as^f bns„ SbtemXtt, 1, 2-y^^, 1, 
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[0019] *wmmtp, r/M^^vj ^w^*, , *3«fct#3*3jt&s&fei-5o 

nfcVM-^r-y, ^V7ntV^^, n-y^yi^^y, ^J^tV-st^^ s-y^vM" 

*b<fi, yfvV^v', n-^ntVW-^v^ -ry^nfcVV^^, n- 

y^i^-^ry, s-y^/W-drV, ^s-f^tvittts^ t-y^/l^^y^ff fb*b5 0 
C 1 ->C3T/Vdf-/l^r'>as^uV \ 

/W-^v") , ^^-^r^, ^y^/^/l^^v-^ Wk;ft5 0 C2~C3T 

^l^ffl**, r^T/l^/i^^jtbTfi, t^Asf-Hr^ -fxiMflSf- 

-rv^ntvv^^-, y^/v^^-, s-^/i^-a-, ^v-f^nsf-nr* \rrf^-A*f~* 

[0020] *W*ffl#^, WT^b<f»coffi|§m^t3iirTfflV^^6ryNn^T^ 
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, l-fcKn^nfcVK 3-t:K^dr->^ 0 /^t;' , 

[0021] #0J?Wf , l^^u<^©ffl»m^^rffiv^fcn*rflBft§^^Tv^T 

^^■•f So #?£lXte:, T$y£fcte, CI — C677l"5fVK ^—/WCl— C377Vdr/K 
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[0022] ;Wi*PB«4\ r«tft$ttTv^Tt>J:v^tejRr/i^F'/ujfci3»t<5«ift»i:u*ctt, ^ 

>\ VTA ;frAtf?:af">\ f&MT/t^/^^v^/Vtf^K ^n^MCT 

'^*&R7t\*rHrtr**s > M*&£*lTlv-Ofe>J:V>T^A tt&$jh/rvv"0k«fclVT5A& 

/wj^K tv/k T^wv, flKft*ttTv»-obJ:v^^#*«c#ai36^ Ty- 

[0023] ^aw**, rg^tb-cv^iv^ryi/^j, rg^tvrv^^v^^nryu 
tettzm&^b^xi^ m^tix^^x-h^^&mr/^/^, ^d7/^;k {«t 

flsf-Hr^ /Nn^y, = hn, vta ^Wtf^-A {S^T/l^/l'^V^/l'/J^K />n 
iv^TSA em£ftTv>T&£v>T5Afr^~/K 7^, tw^>\ W#£ti 
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ix5 0 rry u-^j dsitr r^nry u^j a*«F ^uv \ 

[0024] R 2 joJ:t> , R 2 '(-*5tj-5rS^$^TVNTtJ:V>Ty— /Vj(Dg^S^L-T«, tKn^> 

R 6 (c*5^t6^Bm$t^TV^Tt 3 J;v^Ty— ^jcDgmSirbT^, Ao^y, 
3r/K ^D7;^/l/, {gi^TVWr^K {Si7/^;K {g^T/l^W;^^ i£ 
jKT/V"5r=-/V^f-v' N ii7;^ft, /M3{6#77I^f-/K ^Pf-MTA-^;^ 

-hn N ^TA B&£*irO^-Ob<J^T5:A */S:ttSlfe$tt"CV>-Cfc«fcV^T5 
y^/^=./wd5^jfbn5o ^ny>, ISi7^;V, {SI7;^/^^>, f&^T 

[0025] R 2 *5J;tm 2 '(c^^5ram^tv-cv>rtJ;v^7"nTy— /vj(Dems^b-c^, t 

R 6 (vl^ttsrff^ixTV>T'bj;v^^c3Ty— /WjOfflfeStU-Ctt, Anyy, {g 
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fcKndr^, fcKn^{&0T/W3VK Tv^K -ho, WA £fc«:W&£;ft/^ 

[0026] R 2 ft it^R 2 ' {C^ottS rS#!£*vrv %-ot> «tV ^T^/^/Vj OSmSi!bT«, fcKo 
3r;A ^n^y, ~hn % iillTMWv', *fctt/M3ffi»T/l^F-/V^*UV\ 
R 3 ^^^^a^i^-cv^-Ct ) j;V^T^^^^JC7)«^SibT^t, fcKo*^ {g« 

R^itJ^R 2 ' i£*5tf5 Tg^^tlTV vct>«fcv wfP7!) — /l^T^/Vj cDg^Sirb 

r 3 ^ #3 re^$tL-cv ^xh& ^^nry— /kTvi^ki ofi^^u-c», tK 

R 6 (^*5^tS^Bm$tLTv^-ctJ:v^^«1i^SJco«^^b•rf^^^^yv 
, {MT/V=3r/K ^n7;V^K {MT/Wr-/K {MTA^-/K mkT^)V 

/K Tvvl^-^rV, =hn, VTA e&$tVT^-Ob A ^fctefi^tVt^T 
tjJ;v^A^/i^-/i^W ^^5 0 ^n^y, {g^T/i^r/K i&JRT/i^M-^V 
^ {MT^/I^^ ^nfMT/l'diVK ^v&CT ^*r^^y, ^PlMT/Wf 
fcKa^V, tKn^MMTyi^/K 7->;K =hn> VTA 3;7ctegm£*L 

*H0|ft-&iiilt©MMP (0»Rfi, MMP-2, MMP-8, MMP-9, MMP— 
12, MMP-13) ^*fbT^^^«^PWfiH±Sr^-rS„ £fc, 5^s<Mfe^m^ 

[0027] ^0^^#^-ry^-^-t>-^— ^m^-r^/^>T^mmmt, 
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[0028] *mm4b&®x&%4ytt^/-^Mmmz. m^-TAm^tifeBm^^x 

O00/46189, WO00/58304, WOOO/58280(CfEic©^iCj:oTt^ 

-fZ>^kftX%Z> 0 

(Am 

Mbl7] 

R 2 R 2 



X 1 — R 4 -S0 2 -N ' ^COR 11 » = R 4 -S0 2 -N^^COR 11 

^,3 r ip — " 3 R 6 "CH=NOH 

(VI) 



(III) (IV) (V) 





<VII> (VIII) 

[0029] ^lXa 

^l(III)i:v'y^T-fe^WWb^(IV)^^{^^bfc:^^ N -10-80^, 

^<teo-5o°cx/<7^Mmtmmm*]]\}x., ^<mM^xr^^^m.^t^ 

o ifc^TT^^nx., 0-100°C, $f^L<(ilO-80°C-e\ 3-720#Pb1, £P£L<te 
8-24B#H§«#L-fc 0 SJ^^Mbfc(D^^(4^#TT^tH^ft^ofc^, i§3t 
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T^^LTte, hy^/VT^^, hy^nfcWT^ hy^^T^^£?;£Ll>o 
[0030] m2TM 

^i*(Vl)£^l^)>U ^o^V^JM]*:, 10-150°C, 0^L<«3O-1O 
0X:X\ 0. 1— 6H#^x £?£L<te3— 5B#PbW#U -20— 30°C, £?£L<«-10— 1 

O-SO'C-C, 6-72B#W, 0*b<^12-24B^W^b, ft&m (VII) /^#k;ft5o 

t^w;lt«\ hy^^r^, hyzn^/vr^v, N-^^suw^m&mf h 

[0031] fg3X@ 

^m(Vll)(DAjU^iy(Di^m^^m^RJtXh^ 0 W097/27174^ 
(B}£) 
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[0032] Mb 18] 



R 2 R " 



V M 1 miXS V_o4 cr. M ^o nD n 3&2XS 
^R 4 -S-X 1 + H,N^COOR 11 R 4 -S0 2 -N COR' 1 



H2N ^COOR" — • • ~ z - 

O R* 

(IX) (X) (XI) 

R 2 R 2 

OHC— R 4 -S0 2 -N^COR 11 % 3Xg » H0 ^ R*-S0 2 -N^COR" %4XS » 

R 3 R 3 R 6 -ss= 

(XII) (XIII) (XIV) 



R 2 R 2 
O-N j «=-riS /°~\\ JL 

R 6 -C3— n 4 -so 2 -N ^cor 11 » r6 ~V^— R 4 -so 2 -n^cooh 

R 3 " R 3 

(XV) (XVI) 

(R\ R 3 , R\ R*\ R^^^D^X'ttmjIE^I^IEtt) 
[0033] fllXfl 

^<DXMmk&m (x) or^/s^/^^/Wk-t-^r^^j;^^^ (xd 
jLUx^ 0 wo97y27i74^mm(DAmmii:utmm(D^mx^!$ l 'r^t7!)> 
x%z> 0 

[0034] ^2Xm 

(XI) (DHW^^^/>mit-r^t\Z. £<9T/l^r fcK (XII) £ 

1^(XI)£?Mf^7^U -100 30°C, 0^b<«-9O 50°Ci^mU ^/ 

^J?rADx.O. 1-6B#K. $f^L<{iO. 2-3mmmWU £b^-10~50r, £?£L< 
fi0-40°C-C0. l~60£Pfl,£mXteO. 2-3B#R5«£H-3o SJ^SrMffiML 
T#f 3 nfc^^(XII) te. **®li-5ri:^<^O^^fflV^o 

^mtvxn, mt^\^y. ?uu*;v^ ^/-/k mt^^-*?;—^ 
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[0035] mSlM 

-bfBXgteJ; DWWx^T/i^kK (XII) StT^K^A (XIII) iqRa£-f-5KJS-C& 
6o ffrg^(xn) tfcKo^>^r$>^|i»#:S^3KJ!i*d»U, SM&flnfcT. -10-8 
Ot^ ^L-<{i0-50 o CT*3-72Bf |W, 0£L<tt8-48P#|l8«#Ut\ ^^(XI 

Il)£#5o 

o 

[0036] f4Ig 

z.<dxm\-£tjw*^j± (xiii) d^-ry^-^y— /i^ns:fliifti-sx@-e*)« 0 r 

/M^^-MXIII) ^Nn^Vfb^J^^^^^c:^^, 10-150=0, 0^L<«3 
O-IOO^-C, 0. 1~6&£|HJ, 0*U<f*O. 2-3B#P^^#-T?>o 
0-30°C, gmXtt-lO-lcyCfcU (XIV) fcT^&*jfcte*J^UtJ89S 

£r#Bx., IrI?&"T?1— £f^lX«, 3—30^^, Skfc-lO— 80°C, £?£L<tel0 
-50<CT% 6-72l$IW, #3ttXttl2~48l$IW«#l4i#U ffr^(XV)£#5 

[0037] l5Xg 

(XV) (D%?\stf*^(D&m^W&mttfcfoX*-SbZ>o W097/27174K: 

iE^Afe^ixs^m^o^-e^-rs^i:/5s-c*#5o 

[0038] tt&ffiSttJffi&A. Wife, ^t£M«&^ Tv^^hM 
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Sprague-DawleyJt'^yh (^!lTO£f£M$M390-430g) ^ rfilgtD^A^— ftfffe 

-T5o $tiMfr3^ta, 0.5%.^;M?/Wcr— ^il^U 30 mg/kg^Tl 0 2|HSP^ 
-^-T5o j^{fci¥te2 ml/kg(D0.5%^^;Hr^a— x^p^4--r5o S^M^SlS 
»/5^16-24B#^^^40mg/kgCD^>'h/^t^— ^by^A^rtS-^-^J:^^ 

cmH 0^&3lT?^£r&ALfc^ Mffi^O cmH 0^^§^^^^# % £ib 

2 2 
2 

^-XklsXtW-f-Zo MiBfc &25 cmH O^i-^m^MiiL^h^f^}±0 cmH 

2 2 

Wm\ P < 0.05<D£#^t^;fci9i:¥iJ^1-5 o 
[0039] 2)Wlfc 

5MMcDSlc-Wistar^^'|47-/h^^^25°C N S^40-60%, 93PfHM > */H2 

#(^Ml50-180g)-CH^(vlM-t-a o E-30^/^n— ^/Mfc# ( B #WR^£ 
t£ 36#, 1994^, p-106)£l00^g/0. 4m\/7yh ■btt&te&WRil&tfc 

E-30S4-1. 5i^Kfltl(-30mgigP^L, MlH ^H5J30mgSrii^S-¥i-So 

B&Wfrt%o ^mJz.mt, m*?ffil^> ^t&-T?3000rpm x 10#HS^fr#8liU 
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mmmmB (snm \z.tm&wfru sk^mm^m (bun) mm^m^vt^ 

[0040] 3)^ 

Lewis|f1f^^J^(4 x 105i@)^BDFl^^^(Djl^Mrt^Wb/c^ > $^b^&r 

\f-^Mom^j^uu^7kmm.)Kmmvtc^mxm n &5--rz> 0 
asp«s&«tcw-5iHi(-4h, ih, 24h, 48h, 72h)js^-r5 0 

20*5«fctf200 mg/kgi-r^o m&W$L 14 0 ll^lUffiM^P^-f 
[0041] 4)<b^f± 

Wistar^^H4^yKl251#)^^hx^/Vtr^— /W(30 mg/kg))^if<T^AIP¥B&£r 
o ^^^8 0 g £921 0 @ (30 mg/kg/day p.o suspended in 1.5% T 

-V—ZJr^XiE'L^ftfc (LVEDP) *3 £XJHWKfi&& (dP/dt) ^|E#-T5 0 

c) tzfomjz-m* ft iH^iB^ 

fltitS*36^d»fc«fW"f-5„ Jfr^SrSDBBBteLfcgL AM^WE>k^4E3S 
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gKbfc^ LVJEaS30mmHgfc&5£-C£3ifctfcfc$:0. 68^fc^0. 20ml/min 
(0. 34ml/min=20. 4ml/h) Oji^tftAL, l*ll$lJ:JBE3£fb«:fB»-*-3 (Sono 
ki et al. J.J. P 74, 171 (1991)#$0 o #^fc&^^**5 it^K^b) T 
^frfc^C^ff^^^^T^* 0L>^*£3S : y^y^) £3ltti-r-5o 
[0042] 5)*f«i 

ffflltM/ftte" 5 ?'^' ^P^y^/^CSugita Standard Aneurysm Clip for Temporary Occlusion; 
Mizuho Ikakogyo Co. Ltd., No.0794052) TMh£>5 0 &^MWiM^hPE50^V 
^ (Clay Adams) *#Ab^ftJ|R^I*^^*»^3fe«^11bfeO*,i|»^ 
*^jfiL«^MW*»e>3fe5RU^-ySrH^i-5 0 PE50©flfe»&aat*K:8a|ftU ^ 
if (Pancreatic Elastase Type I; Sigma Co.^r0.01My^^M®|^pH8.0T* 
40{g#r$O Sr2B#KI (l.Oml/hour) £A-T5o 36«tcH:vy>-^>c/(^WE, 
ME-STC525)£JBV^„ J^AHTf ^©^1^9^, ^ttJWU3j;T**&-gJ 
MSB&ll'6"**So ^-h<^7VW^§^£cf^ Anidjar S.fe (Circulation 1990;82:973) 

irCMMPPl»<J£riS 0 S-^-TSo 7^J& (*fc!S) Ki*f^6MMP|&#ai©#U 

o ^Mill^t™^ ^Tstf— if&AifiiitK aAJ^TE^*3<ttJ«»*J^(* 
^T-e)0^tr3[HlffV\ y'V^dr^y/^— (Mitutoyo Co., CD-S15C, lf± 
0.02mm) -W&arajj£-r5„ ^»TiiC«d»?>#«!l^*'T?oilCS14:gS*«r*tW 
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[0043] b) v^wmKmrnm^^m v ^t^j 

^*ttJ!JR£:B:£^2cm<^H&^ 

T^ffi£-fr<5 0 0.05M Sodium Thioglycollate (Sigma) £0.15M CaCl £rg"A/fc0.1M 

2 

Tris-HCl-buffer ( P H 7.5) ^^Tn5^K^:»JJ3lR^f^^f4^MLfc^-gD^^^ 
"£-"t"5 0 ^ii^^^/W^S^f^ Freestone T.fe (Arterioscler Thromb Vase Biol. 
1997;17:10-17) ©^feSr—gBefegEL^:t>O-efeS 0 ^1©^ B fcV ^ttSfc B SW» 

e>2Jfcv^b3ara^<^«?#j b *-eMMm*»isrii b &-^-r5 0 ^iiir^(i!:i) 

*531iilflKMftaE»!:«to"Cfl 5o ^Hj^E^ffHUte, Tris-HCl-bufferM^tHSu, ^fi? 
UTtt^ctWJBl^ (JftSfcT-C) ^fr3[Uff V\ ?W/V^y^— (Mitutoyo 
Co., CD-S15C, |ft||± 0.02mm) -e^lSra!l^i-5 0 8fe*Jl*TE«*»fe»«U^fjfe* 

[0044] 6)^^MfiS^ 

12Mfp<Di^'|4Hartley^^-/^^h ( B /VXy^— ) SrfflV vf, Meacock^ 

(DfimO. Exp. Path. 71: 279-293, 1990) K&\t^mmm¥M 1&&£Tfi?iWm 

m0.m>^;v^;vu— fc£VM330mg/kgtf>fb^£l B IE, 10 B Tim 0g 

*ffi£india ink (^tt») -?JfefeLfc« > Vt^** 3 ? (=3V|fS 

)-e»-T6 0 H-frrtlia^^^ffi^^^S^^m^^ffy^bCWin Roof, 
MITANI CORPORATION^) J^f-rZliJ-rSo 
(^WM^ (%) =f£fe®m/^f«^ X 100) 
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[0045] 7)Ti?~sOmmife 

7mm<OtmLems^yh ( 0 ttv—frXV^—ftM) V vt\ Fletcherb©^ ( 
J. Pharmacol. Exp. Ther. 284(2): 714-721) WfcV^B&^Mfc^&JEBt^S-S-L 
^^hT^^^vhW^^^^^M-r^o 0 tf^3&T'&30.5%p^vMr 

/Ha—XfcgSK, fc5W*30mg/kg©««Wb^«fe«:l 0 l[H^PS-^-r5o 0^ 

JftSr«Stbfi*Sra«^r5„ ^fc, W«te©XJ»«|» (OHMlCth») Srff 5. Xj»«© 
*03&ttl8»?iftg|©maEtcJ;«3O (IES) 7^<b3 (#• ^t^rt'I^ 

[0046] 8) BgrtjfeWff^ 

7 0i^(^C57BL/6J^^^^75%^^f4 : T^5 0 W^W"f5o ^©^afi^M 

[0047] g)iiitnif 

20— 27Mftp©IlM*S^#! J E-7*^ib#J-C*)SGK9i/h (Shionogi Aburahi 
Laboratories, Shiga, Japan ; Goto Y, Suzuki K, Ono T, Sasaki M, Toyota T. 
Advances in Experimental Medicine and Biology 246,1988,29-31) ^^n^^JftcgH^ 
5Ky^P(«ftffi«:#^*ai, :hn2t 0 ^^K-^^^-^y>-)^BSUt?L 
SrtWc&iirfc^ W#fi9L5lffiSr ,: r , 'Cj'»!:«Mi3te (L4887, Hamamatsu Photonics 
K.K.) 10,000^^Sr35>WflS#t-t-So ^V>T, 3tit^SC-efc£n~ X^sUtv 
20mg/kg^«P fc 3aAUT^C5^^^^T^J^lfilW©«*^®i-5o JfeW^ 
#*jB20^«J:5*Wb^4b&«P4af#(30mgAg/day po)-*-5 0 jfiLtf 
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Kmf&^mm^^ (proiii, kowa) x-msz-tZo 
[oo48] *wmm*p , mtmum mx.^mmmmt(Dmmmm. mm^^-r 

^^ttMfils^, Pfil5y>-^% Tv^O-hMfi 

a, 'wmmm, mm^. mmmm, nm^m^ mmm. skmm 
mm, skwm. mm, mtn, mm, mmn, ik'&^m, immkm. fas^ g esi 

[0050] *&Wfc&MZ, ±nZ(D&B<nmm* i ftfcLTfcMcS^-sateW:, i^k SI 

ttnmmzmummiu &&m, mmn\, mmm, mnmm<Dmmmmm\& 
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^Al-gPtSWi^, iiSO. l~lOOmg/kg/0"T?*>!9 % gmXttl— 20 
mg/kg/ 0 T?fcSo 

[oo5i] mmm#> &>T<Dm%-&®im-fz>o 

Et: 

n-Pr:n-^/VtVV 

i-Pri-fy^ntVW 

n-Bu:n-^^/V 

s-Bu:s-^^;> 

i-Bu:^yy^/V- 

Ph:-7^/W 

4-OH-Bn : 

utt^y i 



WO 2005/012268 



31 



PCT/JP2004/010697 



[0052] Wfcig] 




A-11 



[0053] miTM 

D-^T^^/V^^/VmMkMX) &0gW$mmo\)(D&WTY7K.yv77Z/ (300mL) 
mMW^ N-^/V^/VfcT-S (49.1mL,448mmol), ^^A-Zfti^r^^^^/U^ 
-Wxiy^Y (2) (43.4 g) 170mmol) ^ttK^, 4f #T^Qx.fc 0 ^UKX 16 tiffflMW 

5%-NaHco TkteTmv&G&vft®. mfcuwtrbv&Mz.xifcmuto *ifiu 

3 

&\JXi\&m (3)^r39.6g#fc 0 {W&l-7tt^>^ls*;Vi£~;V?v?s(y&0 
66.5%) 

*H NMR (CDC1 , 5 ppm):0.87 (d, J=6.9Hz, 3H), 0.95 (d, J=6.9Hz, 3H), 2.21 (m, 

3 

1H), 3.48 (s, 3H), 3.74 (dd, J=10.2, 5.1Hz, 1H), 5.19 (br, 1H), 7.63 (d, J=9.0Hz, 
2H), 7.69 (d, J=9.0Hz, 2H) 
[0054] Wi2XM 

tt&tfo (3) (6.59 g, 12.2 mmol) tbV^^yV^T±^U^ (4) (1.44g, 14.6 mmol 
)©-^f-;P*;W^K (45 mL) igffcK:^ muX^uu^^hV^^/^^-O^ 
yi?VJ* (214mg, 0.30mmol) (116mg, 0.61mmol) ^PXL, i<|i^LT7^ 

=*V#*«&-*-3„ JSfeV^t?MJoi^-/WT5^ (5.0ml, 36.6 mmol) £APpI, 50 0 C"t?16B^ 
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\Z.Xt&mk, «JBE*ttLfc 0 agCmy^A (139mg, l.Olmmol) h*9J—>V 

/n-^^Z/= l/4iZX&m-tZ>Mft&Mfttc 0 M^xmWt^/T'/n-^.*^ 
\Z.XW&&&ft\\ it&W (5) 2.72g £#fc 0 1JX^76%) 134-136 °C; 
IR(KBr, v max cm" 1 ) 3329, 2971, 1718, 1709, 1347, 1330 

'H NMR (CDC1 , 8 ppm): 0.87 (d, J = 6.9 Hz, 3H), 0.96 (d, J = 6.9 Hz, 3H), 2.04 

3 

(m, 1H), 3.26(s, 1H), 3.47(s, 3H),3.75(dd, J = 10.2, 5.1 Hz, 1H), 5.14 (d, J = 9.6 
Hz, 1H), 7.59 (d, J = 8.4 Hz, 2H), 7.79 (d, J = 8.1 Hz, 2H) 
[a] + 8.0±1.0 ° (c = 0.503, DMSO, 22 < C) 

D 

5c5fc#flf(C H NOS)iU 

13 16 2 4 

tf^tt:C;56.93, H;5.80, N;4.74, S;10.86 
H8Mt:C;56.83, H;5.68, N;4.81, S;10.66 

[0055] 

T/l^V#H^T4-^fvl^^XT^K= 3 rW=s (6) (452mg, 3.33 mmol) 
jflVPAT^K (4 mL) MCN-^nn^^y^K (450mg, 3.33mmol) SrJP^.60 °CX 
mmW;WL,fc 0 *?frteU (5) (493mg, 1.67 mmol) bhV^/^T^ (708 » 

1, 5.00 mmol) W*<5->Vi£;\>K7%Y (2 mL) ^^P^^fi"C16^^SI#bfc 0 g 
mol/L itfflftfcttt?, @^^^-CtttiiL.fc 0 ^aS^TTK, m^WcTY 

^j^immxmmm^ ^imm-rwMz.xmMk. m^mmvtc 0 mm* 
hmm^^/^-f-^xnm^n^, mm 221-224 °c<D&mm a) (6i8m g , 

l&§£86%) £r#fc 0 

IR(KBr, v max cm" 1 ) 3283, 3113, 2968, 1713, 1615, 1445, 1431, 1387, 1293, 1268, 
1140, 835, 819 

'H NMR (CDCU 8 ppm): 0.89 (d, J = 6.9 Hz, 3H), 0.98 (d, J = 6.9 Hz, 3H), 2.08 
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(m, 1H), 2.43 (s, 3H), 3.80 (dd, J = 10.2, 4.8 Hz, 1H), 5.16 (d, J = 10.2 Hz, 1H), 
6.94 (s, 1H), 7.30 (d, J = 8.4 Hz, 2H), 7.76 (d, J = 8.1 Hz, 2H), 7.95 (s, 4H) 
[a] + 3.9±0.9 0 (c = 0.507, DMSO, 22 °C) 

D 

HR-FABMS m/z C H NOS[M + HTtL-X 

22 25 2 5 

ff^fi: 429. 1484 
-.429.1486 

[0056] Jg4X® 

(7) (330 mg, 0.832 mmol) (DV^/VK/Vfc^Y (6 ml) mWi^, ML"ei 

moi/L y^mit-rm^mm (2 mi) zmz., mmmwvti 0 wmufc^wAife 
&mmu 7K-2 moi/L m.mz.&.€, fts^tituLfc, mmm^mamt-rh 

y/^^XU^nitir^Z.b\^^0 i $k&241-243 (A-ll)(185 mg, IR 

IR(KBr, v max cm" 1 ) 3299, 2967, 1743, 1708, 1465, 1346, 1328, 1166, 1143, 1130, 
1091, 1051, 836, 754, 609 

l H NMR (DMSO-d , 5 ppm): 0.81-0.86 (m, 6H), 1.98 (m, 1H), 2.39 (s, 3H), 3.59 

6 

(m, 1H), 7.37 (d, J = 8.1 Hz, 2H), 7.77 (s, 1H), 7.83 (d, J = 8.1 Hz, 2H), 7.95 (d, J 
= 8.4 Hz, 2H), 8.08 (d, J = 8.4 Hz, 2H), 8.23 (d, J = 9.3 Hz, 1H), 12.61 (br s, 1H) 
[o] -9.5±1.0° (c = 0.503, DMSO, 24 °C) 

D 

7E^##f(C H N O S-0.8H 0)£LT 

21 22 2 5 2 

ffMfi:C;58.87, H;5.56, N;6.62, S;7.41 
H^jit:C;58.81, H;5.55, N;6.53, S;7.48 

mmmu iuiEAj££##^L-c > etr^t it&wiA-D-it&miA-i 17), ^ 
&m (B-i) —Qc&m (B-20) &&mjz 0 ^mm^xu^mm^^timi- 
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[0057] Mb20] 




S-N * G0 2 H 

=/ 6 H 



[^1] 
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No. 


R 2 


R* 


R 6 


* 


1H-NMR (DMSO-de) ! 


A-l 


Me 


H 


\=/ 


R 


1.20 (d, J=7.2 Hz, 3H), 3.85 (m, 1H), 7.52- 
7.61 (m, 3H), 7.81 (s, 1H), 7.92-7.98 (m, 4H), 
8.11 (d, J=8.7Hz, 2H), 8.35 (br s, 1H), 
12.69{br s, 1H) 


A-2 


Me 


H 




R 


1.17 (d, J = 7.2 Hz, 3H), 2.36 (s, 3H), 3.83(m, 
1H), 7.35 (d, J = 8.1 Hz, 2H), 7. 75(s, 1H), 
7.8 l(d, J = 8.1 Hz, 2H) , 7.94(d, J = 8.7 Hz, 
2H), 8.07 (d, J = 8.7 Hz, 2H), 8.33(d, J = 7.5 
Hz, 1H), 12.7 (br s, 1H) 


A- 3 


Me 


H 




S 


1.17 (d, J = 7.2 Hz, 3H), 2.35 (s, 3H), 3.84(m, 
1H), 7.35 (d, J = 8.1 Hz, 2H), 7. 75(s, 1H), 
7.82(d, J = 8.1 Hz, 2H) , 7.94(d, J = 8.7 Hz, 
2H), 8.07 (d, J = 8.7 Hz, 2H), 8.35(d, J = 7.5 
Hz, 1H), 12.7 (br s, 1H) 


A-4 


Me 


H 




R 


1.20 (d, J = 6.9 Hz, 3H), 3.89 (s, 3H), 3.90(m, 
1H), 7.20 (d, J = 8.7 Hz, 2H), 7. 79(s, 1H), 
7.90(d, J = 9.0 Hz, 2H) , 8.00(d, J = 8.4 Hz, 
2H), 8.10 (d, J = 8.4 Hz, 2H), 8.40(d, J = 8.7 
Hz, 1H), 12.78 (br s, 1H) 


A-5 


Me 


H 


CFa0H Q_ 


R 


1.19 (d, J=7.2 Hz, 3H), 3.85 (m, 1H), 7.59 (d, 
J=9.0 Hz, 2H), 7.86 (s, 1H), 7.97 (d, J=8.7 Hz, 
2H), 8.05-7.12 (m, 4H), 8.37 (d, J=8.4 Hz, 
1H), 12.70(br s, 1H) 


A-6 


Me 


H 




S 


1.20 (d, J=7.2 Hz, 3H), 3.86 (in, 1H), 7.59 (d, 
J=9.0 Hz, 2H), 7.85 (s, 1H), 7.97 (d, J=8.4 Hz, 
2H), 8.06-7.13 (m, 4H), 8.36 (d, J=8.4 Hz, 
1H) 


A-7 


Me 


Me 






1.31 (s, 6H), 7.42 (t, J=7.5 Hz, 2H), 7.78 (s, 
1H), 7.94-8.04 (m, 4H), 8.09 (d, J=8.1 Hz, 
2H), 8.19 (s, 1H), 12.60 (br s, 1H) 


A-8 


Me 


Me 




- 


1.30 (s, 6H), 7.12 (d, J=8.7 Hz, 2H), 7.72 (s, 
1H), 7.88 (d, J=8.7 Hz, 2H), 7.97 (d, J=8.4 
Hz, 2H), 8.08 (d, J=8.7 Hz, 2H), 8.18 (s, 1H), 
12.60 (br s, 1H) 


A-9 


i-Pr 


H 


y- — % 

o- 


R 


0.80-0.86 (m, 6H), 1.96 (m, 1H), 3.58 (m, 1H), 
7.55-7.58 (m, 3H), 7.81 (s, lH),7.92-7.97 (m, 
3H), 8.09 (d, J = 8.4 Hz, 2H), 8.24 (d, J = 9.3 
Hz, 1H), 12.60 (br s, 1H) ! 


A-10 


i-Pr 


H 




S 


0.80-0.86 (m, 6H), 1.96 (m, 1H), 3.58 (m, 1H), 
7.55-7.58 (m, 3H), 7.81 (s, lH),7.92-7.97 (m, 
3H), 8.09 Xd, J = 8.4 Hz, 2H), 8.24 (d, J = 9.3 
Hz, 1H), 12.60 (br s, 1H) 


A-ll 


i-Pr 


H 


»-o- 


R 


0.81-0.86 (m, 6H), 1.98 (m, 1H), 2.39 (s, 3H), 
3.59 (m, 1H), 7.37 (d, J = 8.1 Hz, 2H), 7.77 (s, 
1H),7.83 (d, J = 8.1 Hz, 2H), 7.95 (d, J = 8.4 
Hz, 2H), 8.08 (d, J = 8.4 Hz, 2H), 8.23 (d, J = 
9.3 Hz, 1H), 12.61 (br s, 1H) 



[0058] [*2] 
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No. 


R2 


R 2 ' 


R6 


* 


1H-NMR (DMSO-de) 


A- 12 


i-Pr 


H 




s 


0.80-0.86 (m, 6H), 1.97 (m, 1H), 2.39 (s, 3H), 
3.59 (m, 1H), 7:38 (d, J = 8.1 Hz, 2H), 7.78 (s, 
1H),7.83 (d, J = 8.1 Hz, 2H), 7.95 (d, J = 8.4 
Hz, 2H), 8.09 (d, J = 8.4 Hz, 2H), 8.25 (d, J = 
9.3 Hz, 1H), 12.65 (br s, 1H) 




i-Pr 

X -L A 


H 


\=/ 


R 


0.81-0.86 (m, 6H), 1.97 (m, 1H), 3.58 (m, 1H), 
7.39-7.46 (m, 2H), 7.81 (s, lH),7.94-8.02 (m, 
4H), 8.07-8.10 (m, 2H), 8.24 (d, J = 9.3 Hz, 
1H), 12.64 (br s, 1H) 


A- 14 


i-Pr 


H 




S 


0.81-0.87 (m, 6H), 1.97 (m, 1H), 3.58 (m, 1H), 
7.39-7.47 (m, 2H), 7.80 (s, lH),7.94-8.02 (m, 
4H), 8.07-8.10 (m, 2H), 8.24 (d, J = 9.3 Hz, 
1H), 12.65 (br s, 1H) 


A- 15 


i-Pr 


H 




R 


0.78-0.84 (m, 6H), 0.95(t, J = 7.5 Hz , 3H), 
1.67(quint, J = 7.5 Hz , 2H), 1.95 (m, 1H), 
2.66(t, J = 7.5 Hz , 1H), 3.56 (br s, 1H), 7.11 
(s, 1H), 7.89 (d, J = 8.4 Hz, 1H), 8.00(d, J = 
8.1 Hz, 2H), 8.19 (d, J = 9.0 Hz, 1H), 12.64 
(brs, 1H) 


A- 16 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.25 (d, J=6.6 Hz, 6H), 1.97 (m, 1H), 
2.97 (quint, J=6.9 Hz, 1H), 3.57 (brs, 1H), 
7.44 (d, J=8.4 Hz, 2H), 7.78 (s, 1H), 7.86 (d, 
J=8.7 Hz, 2H), 7.95 (d, J=8.4 Hz, 2H), 8.09 
(d, J=8.7 Hz, 2H), 8.21 (brs, 1H), 12.67 (brs, 
1H) 


A- 17 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.96 (m, 1H), 3.84 (s, 3H), 7.12 (d, J=8.7 
Hz, 2H), 7.75 (s, 1H), *7.87(d, J=8.7 Hz, 2H), 
7.94(d, J=8.4 Hz, 2H), 8.07(d, J=8.7 Hz, 2H), 
8.22 (br s, 1H), 12.64(br s, 1H) 


A- 18 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.59 (d, 
J=8.7 Hz, 2H), 7.85 (s, 1H), 7.96 (d, J=8.4 Hz, 
2H), 8.05-8.11 (m, 4H), 8.24 (br s, 1H) 


A-19 


i-Pr 


H 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.96 (m, 1H), 3.84 (s, 3H), 7.12 (d, J=8.7 
Hz, 2H), 7.75 (s, 1H), 7.87 (d, J=8.7 Hz, 2H), 
7.94 (d, J=8.4 Hz, 2H), 8.07 (d, J=8.7 Hz, 
2H), 8.22 (br s, J=8.7 Hz, 2H), 8.24 (br s, 1H) 


A-20 


i-Pr 


H 




R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.93 (s, 1H), 
7.96 (d, J=8.4 Hz, 2H), 7.97 (d, J=8.4 Hz, 
2H), 8.11 (d, J=8.4 Hz, 2H), 8.17 (d, J=7.8 
Hz, 2H), 8.23 (d, J=7.5 Hz, 1H), 12.65 (br s, 
1H) 


A-21 


i-Pr 


H 




S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.94 (s, 1H), 
7.93-8.00 (m, 4H), 8.11 (d, J=8.4 Hz, 2H), 
8.17 (d, J=8.1 Hz, 2H), 8.24 (m, 1H), 12.60 
(br s, 1H) 



[0059] 



3] 
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No. 


R* 




R6 


* 


1H-NMR (DMSO-de) 


A-22 


i-Pr 


H 


*-G- 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 7.65 (d, 
J=8.7 Hz, 2H), 7.84 (s, 1H), 7.95 (d, J=8.7 Hz, 
2H), 7.96 (d, J=8.4 Hz, 2H), 8.08 (d, J=8.4 
Hz, 2H), 8.23 (d, J=8.7 Hz, 1H), 12.65 (br s, 
1H) 


A-23 


i-Pr 


H 




S 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.66 (d, 
J=8.7 Hz, 2H), 7.84 (s, 1H), 7.95 (d, J=8.7 Hz, 
2H), 7.96 (d, J=8.4 Hz, 2H), 8.08 (d, J=8.7 
Hz, 2H), 8.23 (d, J=8.1 Hz, 1H), 12.60 (br s, 
1H) 


A-24 


i-Pr 


H 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.79 (d, 
J=8.7 Hz, 2H), 7.84 (s, 1H), 7.89 (d, J=8.7 Hz, 
2H), 7.96 (d, J=8.7 Hz, 2H), 8.09 (d, J=8.4 
Hz, 2H), 8.24 (d, J=8.7 Hz, 1H), 12.64 (br s, 
1H) 


A-25 


i-Pr 


H 


*-C> 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.58 (in, 1H), 7.79 (d, 
J=8.7 Hz, 2H), 7.84 (s, 1H), 7.89 (d, J=8.7 Hz, 
2H), 7.95 (d, J=8.7 Hz, 2H), 8.08 (d, J=8.7 
Hz, 2H), 8.23 (d, J=8.4 Hz, 1H), 12.64 (br s, 
1H) 


A-26 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.23 (t, J=7.8 Hz, 3H), 1.97 (m, 1H), 
2.69 (q, J=7.8 Hz, 2H), 3.58 (m, 1H), 7.41 (d, 
J=8.1 Hz, 2H), 7.77 (s, 1H), 7.85 (d, J=8.4 Hz, 
2H), 7.95 (d, J=8.4 Hz, 2H), 8.09 (d, J=8.7 
Hz, 2H), 8.22 (m, 1H), 12.64 (br 8, 1H) ! 


A-27 


i-Pr 


H 


F 

o- 


R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.37-7.51 (m, 
2H), 7.57-7.67 (m, 2H), 7.91-8.00 (m, 3H), 
8.15 (d, J=8.7 Hz, 2H), 8.22 (d, J=9.3 Hz, 
1H), 12.63 (br s, 1H) 


A-28 


i-Pr 


H 


5- 


R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.41 (m, 1H), 
7.63 (m, 1H), 7.73-7.83 (m, 2H), 7.86 (s, 1H), 
7.96 (d, J=8.4 Hz, 2H), 8.08 (d, J=8.4 Hz, 
2H), 8.22 (d, J=8.7 Hz, 1H), 12.65 (br s, 1H) 


A-29 


i-Pr 


H 




R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.96 (m, 1H), 3.58 (m, 1H), 7.48 (s, 1H), 
7.72-8.01 (m, 6H), 8.13 (d, J=8.7 Hz, 2H), 
8.24 (d, J=9.9 Hz, 1H), 12.61 (br s, 1H) 


A-30 


i-Pr 


H 


6- 


R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.83 (m, 1H), 
7.91-8.01 (m, 4H), 8.10 (d, J=8.4 Hz, 2H), 
8.19-8.30 (m, 3H), 12.66 (br s, 1H) 



[0060] m*} 



WO 2005/012268 



PCT/JP2004/010697 



No. 


R 2 


R 2 * 






1H-NMR (DMSO-de) 


A-31 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 6.92 (d, 
J=8.7 Hz, 2H), 7.67 (s, 1H), 7.76 (d, J=8.7 Hz, 
2H), 7.94 (d, J=8.7 Hz, 2H), 8.06 (d, J=8.7 
Hz, 2H), 8.22 (d, J=9.3Hz, 1H), 10.00 (br s, 
1H), 12.64 (br s, 1H) 


A-32 


i-Pr 


H 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (t, J=6.3 Hz, 1H), 
7.88-7.99 (m, 5H), 8.06-8.13 (m, 4H), 8.24 (d, 
J=8.7 Hz, 1H), 12.61 (br s, 1H) 


A-33 


i-Pr 


H 


s 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 2.52 (s, 3H), 3.59 (dd, 
J=5.4, 9.0 Hz, 1H), 6.96 (dd, J=1.2, 3.6 Hz, 
1H), 7.54 (d, J=3.6 Hz, 1H), 7.68 (s, 1H), 7.94 
(d, J=8.4 Hz, 2H), 8.06 (d, J=8.4 Hz, 2H), 
8.24 (d, J=9.0 Hz, 1H), 12.65 (br s, 1H) 


A-34 


i-Pr 


H 


d- 

F 


R 


0.80- 0.85 (m, 6H), 1.96 (m, 1H), 3.58 (m, 
1H), 7.45-7.60 (m, 2H), 7.70 (s, 1H), 7.78 (m, 
1H), 7.95 (d, J=8.7 Hz, 2H), 8.15 (d, J=8.7 
Hz, 2H), 8.23 (m, 1H 


A-35 


i-Pr 


H 


F 


S 


0.80- 0.85 (m, 6H), 1.96 (m, 1H), 3.58 (m, 
1H), 7.45-7.60 (m, 2H), 7.70 (s, 1H), 7.78 (m, 
1H), 7.95 (d, J=8.7 Hz, 2H), 8.15 (d, J=8.7 
Hz, 2H), 8.23 (m, 1H 


A-36 


i-Pr 


H 




R 


0.81 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.9 Hz, 
3H), 1.98 (m, 1H), 3.59 (dd, J = 6.5, 8.9 Hz, 
1H), 7.67 (m, 1H), 7.82 (brm, 1H), 7.84 (s, 
1H), 7.96 (d, J = 8.7 Hz, 2H), 8.01 (dd, J = 
2.3, 3.8 Hz, 1H), 8.06 (d, J = 8.7 Hz, 2H), 8.23 
(d, J = 9.0 Hz, 1H) 


A-37 


i-Pr 


H 




S 


0.81 (d, J = 6.9 Hz, 3H), 0.85 (d, J = 6.9 Hz, 
3H), 1.97 (m ,1H), 3.59 (brm, 1H), 7.67 (m, 
1H), 7.81 (brm, 1H), 7.84 (s, 1H), 7.96 (d, J = 
8.4 Hz, 2H), 8.01 (dd, J = 2.1, 3.6 Hz, 1H), 
8.07 (d, J = 8.4 Hz, 2H), 8.23 (d, J = 9.3 Hz, 
1H) 


A-38 


i-Pr 


H 


F 

\=/ 


R 


0.81 (d, J = 6.9 Hz, 3H), 0.85 (d, J = 6.9 Hz, 
3H), 1.97 (m ,1H), 3.58 (brm, 1H), 3.93 (s, 
3H), 7.36 (t, J = 9.0 Hz, 1H), 7.72 - 7.79 (m, 

OTT\ ?1 (\tT /J T O T TT fttl\ O f\C? /J T — O T 

3H), 7.95 (d, J = 8.7 Hz, 2Jti), 8.06 (a, J — 8.7 
Hz, 2H), 8.22 (brd, J = 8.7 Hz, 1H) 


A-39 


i-Pr 


H 


F 


S 


0.81 (d, J = 6.9 Hz, 3H), 0.85 (d, J = 6.9 Hz, 
3H), 1.97 (m ,1H), 3.58 (brm, 1H), 3.93 (s, 
3H), 7.37 (t, J = 8.9 Hz, 1H), 7.73 - 7.80 (m, 
3H), 7.95 (d, J = 8.4 Hz, 2H), 8.06 (d, J = 8.7 
Hz, 2H), 8.22 (brd, J = 8.4 Hz, 1H) 


A-40 


i-Pr 


H 




R 


0.81 (d, J = 6.9 Hz, 3H), 0.85 (d, J = 6.9 Hz, 
3H), 1.97 (m, 1H), 3.58 (brm, 1H), 7.81 - 7.83 
(m, 2H), 7.87 (s, 1H), 7.94 - 7.99 (m, 3H), 
8.06 (d, J = 8.7 Hz, 2H), 8.2 (brd, J = 8.1 Hz, 
1H) 



[0061] D^5] 
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No. 


R 2 


R 2 ' 


R 6 




1H-NMR (DMSO-de) 


A-41 


i-Pr 


H 




s 


0.81 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 
3H), 1.97 (m, 1H), 3.58 (brm, 1H), 7.81 - 7.83 
(m, 2H), 7.88 (s, 1H), 7.94 - 8.00 (m, 3H), 
8.07 (d, J = 8.7 Hz, 2H), 8.23 (brd, J = 8.1 Hz, 
1H) 


A-42 


i-Pr 


H 




R 


0.81 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 
3H), 1.97 (m, 1H), 2.32 (d, J = 1.5 Hz, 3H), 
3.59 (brm, 1H), 7.49 (t, J = 7.8 Hz, 1H), 7.69 
(d, J = 9.3 Hz, 2H), 7.82 (s, 1H), 7.96 (d, J = 
8.7 Hz, 2H), 8.07 (d, J = 8.7 Hz, 2H), 8.22 
(brd, J = 7.2 Hz, 1H) 


A-43 


i-Pr 


H 


Ay- 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.86 (d, 
J=8.4 Hz, 1H), 7.91 (s, 1H), 7.94 (dd, J=1.8, 
8.4 Hz, 1H), 7.96 (d, J=8.1 Hz, 2H), 8.07 (d, 
J=8.7 Hz, 2H), 8.19 (d, J=2.1 Hz, 1H), 8.22 
(m, 1H), 12.60 (br s, 1H) 


A-44 


i-Pr 


H 


Map 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m„ 1H), 3.58 (m, 1H), 3.84 (s, 
3H), 3.86 (s, 3H), 7.13 (d, J=8.4 Hz, 1H), 
7.44-7.54 (m, 2H), 7.78 (s, 1H), 7.95 (d, J=8.4 
Hz, 2H), 8.07 (d, J=8.4 Hz, 2H), 8.23 (m, 1H), 
12:60 (br s, 1H) 


A-45 


i-Pr 


H 


F 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.49 (m, 
1H), 7.63-7.73 (m, 2H), 7.89 (s, 1H), 7.97 (d, 
J=8.7 Hz, 2H), 8.06 (d, J=8.7 Hz, 2H), 8.24 
(d/J=9.9 Hz, 1H). 12.67 (br s, 1H) 


A-46 


i-Pr 


H 


F 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 3.86 (s, 
3H), 6.98 (m, 1H), 7.08 (m, 1H), 7.59 (d, 
J=2.7 Hz, 1H), 7.88 (t, J=8.7 Hz, 1H), 7.93 (d, 
J-8.7 Hz, 2H), 8.13 (d, J=8;7 Hz, 2H), 8.23 
(m, 1H), 12.65 (br s, 1H) 


A-47 


i-Pr 


H 


F 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 7.45-7.59 
(m, 2H), 7.70(s, J=2.7 Hz, 1H), 7.78(m, 1H), 
7.94 (d, J=8.7 Hz, 2H), 8.14 (d, J=8.7 Hz, 
2rl), 8.22 (a, J=y.O Hz, lri), lz.b7 (.or s, lri; 


A-48 


i-Pr 


H 


F 


R 


0.81 (d, J=6.6 Hz, 3H), 0.84 (d, J=6.9 Hz, 
3H), 1.96 (m, 1H), 3.57 (m, 1H), 7.32-7.42 
(m, 2H), 7.59 (s, 1H), 7.69 (m, 1H), 7.94 (d, 
J=8.7 Hz, 2H), 8.15 (d, J=8.4 Hz, 2H), 8.23 
(d, J=6.9 Hz, 1H), 12.65 (br s, 1H) 


A-49 


i-Pr 


H 


MoO 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 3.84 (s, 
3H), 7.16 (m, 1H), 7.35-7.46 (m, 2H), 7.67 (d, 
J=2.7 Hz, 1H), 7.94 (d, J=8.4 Hz, 2H), 8.14 
(d, J=8.4 Hz, 2H), 8.24 (d, J=9.9 Hz, 1H), 
12.63 (br s, 1H) 



[0062] [^6] 



WO 2005/012268 



PCT/JP2004/010697 



XT 

No. 


R 2 


R 2 * 


R6 


* 


1H-N3VIR (DMSO-de) 


A-50 


i-Pr 


H 


Me 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 2.34 (s, 3H), 3.59 (t, J=6.0 
Hz, 1H), 7.34 (t, J=8.7 Hz, 1H), 7.78 (s, 1H), 
7.81 (m, 1H), 7.89 (dd, J=1.8, 7.5 Hz, 1H), 
7.95 (d, J=8.4 Hz, 2H), 8.07 (d, J=8.4 Hz, 
2H), 8.22 (d, J=8.7 Hz, 1H), 12.63 (br s, 1H) 


A-51 


i-Pr 


H 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 7.65 (m, 1H), 
7.88 (s, 1H), 7.94-8.01 (m, 3H), 8.06 (d, J=8.4 
Hz, 2H), 8.16 (m, 1H), 8.23 (br s, 1H), 12.62 
(br s, 1H) 


A-52 


i-Pr 


H 


MaO 


R 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 3.96 (s, 3H), 
7.42 (dd, J=8.4, 11.4 Hz, 1H), 7,53 (ddd, 
J=2.1, 4.5, 8.4 Hz, 1H), 7.68 (dd, J=2.1, 8.4 
Hz, 1H), 7.96 (d, J=8.4 Hz, 2H), 8.08 (d, 
J=8.4 Hz, 2H), 8.23 (d, J=9.3 Hz, 1H), 12.64 
(br s, 1H) 


A-53 


i-Pr 


H 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 6.13 (s, 
2H), 7.11 (d, J=8.7 Hz, 1H), 7.43-7.49 (m, 
2H), 7.74 (s, 1H), 7.94 (d, J=8.7 Hz, 2H), 8.05 
(d, J=8.7 Hz, 2H), 8.22 (d, J=9.6 Hz, 1H), 
12.67 (br s, 1H) 


A-54 


i-Pr 


H 


J—O 


S 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.60 (m, 1H), 4.32 (s, 
4H), 7.03 (d, J=9.0 Hz, 1H), 7,39-7.44 (rn, 
2H), 7.73 (s, 1H), 7.94 (d, J=8.4Hz, 2H), 8.05 
(d, J=8.7 Hz, 2H), 8.22 (d, J=8.4 Hz, 1H), 
12.63 (br s, 1H) 


A-55 


i-Pr 


H 


/— o 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.6 Hz, 
3H), 1.96 (m, 1H), 3.58 (m, 1H), 4.32 (s, 
4H), 7.03 (d, J=9.0 Hz, 1H), 7.38-7.45 (m, 
2H), 7.73 (s, 1H), 7.94 (d, J=8.7 Hz, 2H), 8.05 
(d, J=8.4 Hz, 2H), 8.22 (d, J=9.3 Hz, 1H), 
12.63 (br s, 1H) 


A-56 


i-Pr 


H 


a 

MeO— ^ ^ 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.58 (m, 1H), 3.95 (s, 
3H), 7.35 (d, J=8.7 Hz, 1H), 7.83 (s, 1H), 7.90 
(dd, J=2.1, 8.7 Hz, 1H), 7.95 (d, J=8.7 Hz, 
2H), 7.99 (d, J=2.4 Hz, 1H), 8.06 (d, J=8.7 
Hz, 2H), 8.23 (d, J=9.3 Hz, 1H), 12.64 (br s, 
1H) 


A-57 


i-Pr 


H 


Br 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, J=6.9 Hz, 
3H), 1.97 (m, 1H), 3.59 (m, 1H), 3.94 (s, 
3H), 7.31 (d, J=8.7 Hz, 1H), 7.89 (s, 1H), 
7.92-7.98 (m, 3H), 8.06 (d, J=8.4 Hz, 2H), 
8.14 (d, J=2.1 Hz, 1H), 8.24 (d, J=9.3 Hz, 
1H), 12.64 (br s, 1H) 



[oo63] mn 
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No. 


R 2 


R 2 ' 


R6 




1H-NMR (DMSO-de) 


A-58 


i-Bu 


H 


o- 


R 


0.74 (d, J = 6.3 Hz, 3H), 0.83 (d, J = 6.6 Hz, 
3H), 1.34-L51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.55-7.60 (m, 3H), 7.81 (s, 1H), 7.92- 
7.96 (m, 4H), 8.10 (d, J = 8.4 Hz, 2H), 8.35 (d, 
J = 9.0 Hz, 1H), 12.63 (br s, 1H) 


A-59 


i-Bu 


H 


o- 


S 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7^51-7.62 (m, 3H), 7.82 (s, 1H), 7.90- 
7.98 (m, 4H), 8.10 (d, J=8.4 Hz, 2H), 8.35 (d, 
J=7.5 Hz, 1H), 12.65 (br s, 1H) 


A-60 


i-Bu 


H 




R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.39-1.57 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.38 (d, J = 8.1 Hz, 2H), 7.78 (s, 
1H),7.83 (d, J = 8.1 Hz, 2H), 7.94 (d, J = 8.4 
Hz, 2H), 8.10 (d, J = 8.7 Hz, 1H), 8.36 (d, J = 
8.1 Hz, 1H), 12.70 (br s, 1H) 


A-61 


i-Bu 


H 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 2.39 (s, 
3H), 3.72 (m, 1H), 7.38 (d, J=8.4 Hz, 2H), 
7.77 (s, 1H), 7.83 (d, J=8.1 Hz, 2H), 7.94 (4, 
J=8.1 Hz, 2H), 8.09 (d, J=8.7 Hz, 2H), 8.35 
(d, J=7.8 Hz, 1H), 12.64 (br s, 1H) 


A-62 


i-Bu 


H 


->-o- 


R 


0.74 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.52 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.93 (s, 1H), 7.93-7.99 (m, 4H), 8.12 (d, 
J=8.7 Hz, 2H), 8.32 (d, J=8.1 Hz, 2H), 8.35 
(d, J=7.2 Hz, 1H), 12.65 (br s, 1H) 


A-63 


i-Bu 


H 




S 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.9 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.92-8.00 (m, 5H), 8.12 (d, J=8.1 Hz, 
2H), 8.17 (d, J=8.1 Hz, 2H), 8.36 (m, 1H), 
12.67 (br s, 1H) 


A-64 


i-Bu 


H 


-O- 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.62 (m, 1H), 3.72 (m, 
1H), 7.66 (d, J=8.4 Hz, 2H), 7.84 (s, 1H), 
7.95 (d, J=8.7 Hz, 2H), 7.97 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.35 (m, 1H) 


A-65 


i-Bu 


H 




S 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 7.65 (d, J=8.7 Hz, 2H), 7.84 (s, 1H), 
7.95 (d, J=8.7 Hz, 2H), 7.96 (d, J=8.7 Hz, 
2H), 8.09 (d, J=8.7 Hz, 2H), 8.36 (d, J=9.0 
Hz, 1H), 12.66 (br s, 1H) 


A-66 


i-Bu 


H 




S 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), i.61 (m, 1H), 3.71 (m, 
1H), 7.79 (d, J=8.4 Hz, 2H), 7.84 (s, 1H), 
7.89 (d, J=8.7 Hz, 2H), 7.94 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.35 (d, J=8.7 
Hz, 1H), 12.65 (br s, 1H) 
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No. 


R 2 


R2' 




* 


1H-NMR (DMSO-de) 


A-67 


i-Bu 


H 




R 


n /J T_/? £"» TT— f>TTV r» OO • / J T TT_ 

U.7d (d, J— 6.6 Hz, 3x1), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.79 (d, J=8.4 Hz, 2H), 7.84 (s, 1H), 
7.89 (d, J=8.7 Hz, 2H), 7.94 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.35 (m, 1H), 
12.62 (br s, 1H) 


A-68 


i-Bu 


H 




S 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.38-7.48 (m, 2H), 7.82 (s, 1H), 7.95 (d, 
J=8.7 Hz, 2H), 7.96-8.04 (m, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.36 (d, J=8.4 Hz, 1H), 12.65 

/*!_ 1 TT\ 

(Jot s, 1H) 


A-69 


i-Bu 


H 




R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.37-7.48 (m, 2H), 7.81 (s, 1H), 7.95 (d, 
J=8.7 Hz, 2H), 7.96,8.04 (m, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.34 (d, J=7.8 Hz, 1H), 12.63 
(br s, 1H) 


A-70 


i-Bu 


H 


dr' 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.3 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.37-7.52 (m, 2H), 7.58-7.69 (m, 2H), 
7.90-8.01 (m, 3H), 8.16 (d, J=8.7 Hz, 2H), 

O o /J T <*> i TT 1TT\ 1 f+ O /I i TT\ i 

8.36 (d, J=8.1 Hz, 1H), 12.63 (br 1H) j 


A-71 


i-Bu 


H 


Vv 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.41 (m, 1H), 7.63 (m, 1H), 7.73-7.83 
(m, 2H), 7.86 (s, 1H), 7.95 (d, J=8.4 Hz, 2H), 
8.09 (d, J=8.7 Hz, 2H), 8.35 (m, 1H), 12.63 
(brs.lH) 


A-72 


i-Bu 


H 




R 


0.75 (d, J=6.3 Hz, 3H), 0.84 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.62 (m, 1H), 3.73 (m, 
1H), 7.48 (s, 1H), 7.73-8.01 (m, 4H), 7.93 (d, 
J=8.7 Hz, 2H), 8.14 (d, J=8.7 Hz, 2H), 8.35 

/J T T C TT„ i TT\ ■% o £*£! /"U — ~ 1 T_T\ 

(d, J— 7.5 Hz, 1x1), 12. bb (br s, lxl) 


A-73 


i-Bu 


H 




R 


0.74 (d, J=6.3 Hz, 3H), 0.84 (d, J=6.6 Hz, 
3H), 1.34-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 7.89-7.99 (m, 5H), 8.07-8.14 (m, 4H), 
8.37 (d, J=7.5 Hz, 1H), 12.66 (br s, 1H) 


A-74 


i-Bu 


H 




R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.3 Hz, 
oxi), 1.23 (t, J— 7.5 Hz, oxi), l.oo-l.oU (m, 
2H), 1.61 (m, 1H), 2.69 (q, J=7.5 Hz, 2H), 
3.72 (m, 1H), 7.41 (d, J=8.1 Hz, 2H), 7.78 
(s, 1H), 7.85 (d, J=8.4 Hz, 2H), 7.94 (d, J=8.7 
Hz, 2H), 8.09 (d, J=8.7 Hz, 2H), 8.34 (d, 
J=7.5 Hz, 1H), 12.64 (br s, 1H) 


A-75 


i-Bu 


H 


F 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.38-1.45 (m, 2H), 1.60 (m, 1H), 3.72 (m, 
1H), 7.44-7.60 (m, 2H), 7.70 (d, J=2.4 Hz, 
1H), 7.79 (m, 1H), 7.94 (d, J=8.4 Hz, 2H), 
8.16 (d, J=8.4 Hz, 2H), 8.34 (br s, 1H), 12.65 
(brs,lH) 
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No. 


R2 


R 2 ' 


R6 


* 


1H-NMR (DMSO-ds) 


A-76 


i-Bu 


H 


F ■ 


S 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.44-7.60 (m, 2H), 7.71 (d, J=2.4 Hz, 
1H), 7.79 (m, 1H), 7.94 (d, J=8.7 Hz, 2H), 
8.16 (d, J=8.7 Hz, 2H), 8.36 (d, J=8.4 Hz, 
1H), 12.65 (br b, 1H) 


A-77 


i-Bu 


H 


Ay- 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.72 (m, 
1H), 7.69(m, 1H), 7.80-7.85 (m, 2H), 7.95 
(d, J=9.0 Hz, 2H), 8.01 (m, 1H), 8.07 (d, 
J=8.7 Hz, 2H), 8.34 (d, J=8.4 Hz, 1H)12.65 
(br s, 1H) 


A-78 


i-Bu 


H 


F 


R 


0.73 (d, J = 6.3 Hz, 3H), 0.83 (d, J = 6.3 Hz, 
3H), 1.41 (m, 2H), 1.60 (m, 1H), 3.71 (brm, 
1H), 3.92 (s, 3H), 7.37 (t, J = 9.0 Hz, 1H), 
7.75 - 7.79 (m, 3H), 7.94 (d, J = 8.7 Hz, 2H), 
8.06 (d, J = 9.0 Hz, 2H), 8.33 (brd, J = 7.2 Hz, 
1H) 


A-79 


i-Bu 


H 


F 

\s — / 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.71 (m, 
1H), 3.93 (s, 3H), 7.37 (m, 1H), 7.72-7.78 
(m, 2H), 7.79 (e, 1H), 7.94 (d, J=8.4 Hz, 2H), 
8.07 (d, J=8.4 Hz, 2H), 8.35 (m, 1H), 12.63 
(br s, 1H) 


A-80 


i-Bu 


H 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.81-7.84 (m, 2H), 7.88 (s, 1H) 
7.97(t, J=8.4 Hz, 3H), 8.07 (d, J=9.0 Hz, 2H), 
8.35 (m, 1H) 


A-81 


i-Bu 


H 




S 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.72 (m, 
1H), 7.79-7.88 (m, 2H), 7.88 (s, 1H), 7.92^ 
8.01 (m, 3H), 8.07 (d, J=8.7 Hz, 2H), 8.36 (d, 
J=7.5 Hz, 1H), 12.65 (br s, 1H) 


A-82 


i-Bu 


H 




R 


0.73 (d, J = 6.3 Hz, 3H), 0.83 (d, J = 6.6 Hz, 
3H), 1.42 (m, 2H), 1.59 (m, 1H), 2.32 (d, J = 
1.5 Hz, 3H), 3.72 (brm, 1H), 7.49 (t, J = 7.8 
Hz, 1H), 7.70 (d, J = 9.3 Hz, 2H), 7.82 (s, 1H), 
7.95 (d, J = 8.7 Hz, 2H), 8.08 (d, J = 8.4 Hz, 
2H), 8.34 (brd, J = 7.8 Hz, 1H) 


A-83 


i-Bu 


H 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 7.86 (d, J=8.4 Hz, 1H), 7.91 (s, 1H), 
7.94 (dd, J=2.1, 8.4 Hz, 1H), 7.96 (d, J=8.7 
Hz, 2H), 8.08 (d, J=8.7 Hz, 2H), 8.19 (d, 
J=1.8 Hz, 1H), 8.35 (m, 1H) 
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No. 


R 2 


R 2 * 


R6 


* 


1H-NMR (DMSO-de) 


A-84 


i-Bu 


H 




s 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.32-7.42 (m, 2H), 7.59 (s, 1H), 7.69 
(m, 1H), 7.93 (d, J=8.4 Hz, 2H), 8.15 (d, 
J=8.7 Hz, 2H), 8.35 (d, J=6.6 Hz, 1H), 12.66 
(br s, 1H) 


A-85 


i-Bu 


H 


F 


R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 3.86 (s, 3H), 6.98 (m, 1H), 7.08 (m, 
1H), 7.59 (d, J=2.7 Hz, 1H), 7.84-7.96 (m, 
3H), 8.14 (d, J=8.7 Hz, 2H), 8.35 (m, 1H), 
12.61 (brs, 1H) 


A-86 


i-Bu 


H 


F 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.51 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.32-7.42 (m, 2H), 7.59 (s, 1H), 7.69 
(m, 1H), 7.93 (d, J=8.4 Hz, 2H), 8.15 (d, 
J=8.7 Hz, 2H), 8.35 (d, J=6.6 Hz, 1H), 12.66 
(br s, 1H) 


A-87 


i-Bu 


H 


F 


R 


0.74 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.3 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.49 (m, 1H), 7.63-7.74 (m, 2H), 7.90 
(s, 1H), 7.96 (d, J=8.7 Hz, 2H), 8.07 (d, J=8.7 
Hz, 2H), 8.35 (m, 1H), 12.60 (brs, 1H) 


A-88 


i-Bu 


H 


Me 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.34-1.50 (m, 2H), 1.61 (m, 1H), 2.33 (s, 
3H), 3.73 (m, 1H), 7.34 (t, J=8.7 Hz, 1H), 
7.79 (s, 1H), 7.80 (m, 1H), 7.89 (d, J=7.5 Hz, 
1H), 7.95 (d, J=8.4 Hz, 2H), 8.08 (d, J=8.4 
Hz, 2H), 8.34 (d, J=7.8 Hz, 1H), 12.62 (br s, 
1H) 


A-89 


i-Bu 


H 




R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.34-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 7.64 (m, 1H), 7.88 (s, 1H), 7.93-8.01 (m, 
3H), 8.07 (d, J=8.1 Hz, 2H), 8.16 (m, 1H), 
8.34 (br s, 1H), 12.83 (br s, 1H) 


A-90 


i-Bu 


H 


MeO 


R 


0.74 (d, J=6.6 Hz, 3H), 0.84 (d, J=6.6 Hz, 
3H), 1.35-1.51 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 3.96 (s, 3H), 7.42 (dd, J=8.4, 11.1 Hz, 
1H), 7.53 (ddd, J=2.1, 4.5, 8.4 Hz, 1H), 7.68 
(dd, J=2.1, 8.4 Hz, 1H), 7.96 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.36 (d, J=8.4 
Hz, 1H), 12.65 (brs, 1H) 


A-91 


i-Bu 


H 


MeO 
MeO-Q- 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 3.84 (s, 3H), 3.87 (s, 3H), 7.13 (d, 
J=8.7 Hz, 1H), 7.46-7.53 (m, 2H), 7.79 (s, 
1H), 7.94 (d, J=8.7 Hz, 2H), 8.08 (d, J=8.7 
Hz, 2H), 8.35 (m, 1H), 12.63 (br s, 1H) 
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mm 

No. 


R2 


R y 


R 6 


* 


1H-NMR (DMSO-ds) 


A-92 


i-Bu 


H 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 6.14 (s, 2H), 7.11 (d, J=8.7 Hz, 1H), 
7.44-7.50 (m, 2H), 7.74 (s, 1H), 7.94 (d, J=8.7 
Hz, 2H), 8.06 (d, J=8.4 Hz, 2H), 8.35 (d, 
J=8.1 Hz, 1H), 12.64 (br s, 1H) 


A-93 


i-Bu 


H 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 6.13 (s, 2H), 7.11 (d, J=8.7 Hz, 1H), 
7.44-7.49 (m, 2H), 7.74 (s, 1H), 7.94 (d, J=8.7 
Hz, 2H), 8.06 (d, J=8.4 Hz, 2H), 8.34 (d, 
J=9.9 Hz, 1H), 12.61 (br s, 1H) 


A-94 


i-Bu 


H 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, J=6.3 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 1H), 3.73 (m, 
1H), 4.32 (s, 4H), 7.03 (d, J=8.7 Hz, 1H), 
7.39-7.45 (m, 2H), 7.74 (s, 1H), 7.93 (d, J=8.7 
Hz, 2H), 8.06 (d, J=8.7 Hz, 2H), 8.34 (d, 
J=7.5 Hz, 1H), 12.63 (br s, 1H) 


A-95 


i-Bu 


H 


y— 0 

°-o- 


S 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.72 (m, 
1H), 4.32, (s, 4H), 7.03 (d, J=9.0 Hz, 1H), 
7.39-7.44 (m, 2H), 7.74 (s, 1H), 7.93 (d, J=8.7 
Hz, 2H), 8.07 (d, J=8.7 Hz, 2H), 8.35 (d, 
J=9.3 Hz, 1H), 12.64 (br s, 1H) 


A-96 


i-Bu 


H 


Br. 


R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.3 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.71 (m, 
1H), 3.94 (s, 3H), 7.31 (d, J=8.7 Hz, 1H), 
7.84 (s, 1H), 7.91-7.98 (m, 3H), 8.07 (d, J=8.4 
Hz, 2H), 8.14 (d, J=2.4 Hz, 1H), 8.34 (d, 
J=7.8 Hz, 1H), 12.64 (br s, 1H) 


A-97 


i-Bu 


H 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, J=6.6 Hz, 
3H), 1.33-1.50 (m, 2H), 1.61 (m, 1H), 3.73 (m, 
1H), 3.95 (s, 3H), 7.35 (d, J=8.7 Hz, 1H), 
7.83 (s, 1H), 7.90 (dd, J=2.1, 8.7 Hz, 1H), 
7.94 (d, J=8.7 Hz, 2H), 7.99 (d, J=2.1 Hz, 

1 TT\ ft 07 M T— ft 7 XT 7 9fJ\ ft QA <t\ ,T=ft 1 

Hz, 1H), 12.67 (br s f 1H) 


A-98 


s-Bu 


H 




S 


0.75-0.84 (m, 6H), 1.12 (m,lH), 1.38 (m, 1H), 
1.70 (m, 1H), 2.39 (s, 3H), 3.62 (m, 1H), 7.38 
(d, J=8.1 Hz, 2H), 7.77 (s, 1H), 7.83 (d, J=8.1 
Hz, 2H), 7.95 (d, J=8.7 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.26 (b r s, 1H) 


A-99 


B-Bu 


H 




S 


0.75-0.84 (m, 6H), 1.12 (m,lH), 1.38 (m, 1H), 
1.72 (m, 1H), 3.62 (m, 1H), 3.84 (s, 1H), 7.12 
(d, J=9.0 Hz, 2H), 7.74 (s, 1H), 7.88 (d, J=8.7 
Hz, 2H), 7.94 (d, J=&7 Hz, 2H), 8.08 (d, 
J=8.4 Hz, 2H), 8.25 (d, J=9.3 Hz, 1H) 
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No. 


R 2 


R 2 ' 


R* 


* 


1H-NMR (DMSO-de) 


A- 100 


s-Bu 


H 


0- 


s 


0.75-0.90 (m, 6H), 1.12 (m, 1H), 1.38 (m, 1H), 
1.70 (m, 1H), 3.62 (m, 1H), 7.51-7.62 (m, 3H), 
7.81 (s, 1H), 7.89-8.00 (m, 4H), 8.10 (d, J=8.4 
tiz, zxi), o.zt> ^a, d— o.4 riz, 111), IZ.bo (pr s, 
1H) 


A- 101 


s-Bu 


H 




s 


0.74-0.87 (m, 6H), 1.12 (m, 1H), 1.37 (m, 1H), 
1.71 (m, 1H), 3.62 (m, 1H), 7.38-7.48 (m, 2H), 
7.81 (s, 1H), 7.95 (d, J=8.7 Hz, 2H), 7.96-8.04 

/ OTT\ O no /J T O rr TT . oTT\ O OCT / ■* TT\ 

k m, 2±i), 8.08 (a, J— 8.7 Hz, ZM), 8.25 (m, lri), 
12.65 (br s, 1H) 


A-102 


s-Bu 


H 




s 


0.78 (t, J=7.8 Hz, 3H), 0,82 (d, J=6.9 Hz, 3H), 
1.12 (m, 1H), 1.37 (m, 1H), 1.71 (m, 1H), 3.62 
(m, 1H), 7.90-8.01 (m, 5H), 8.11 (d, J=8.7 Hz, 

rttrv O t rr /j T r> -1 TT oTT\ O O/? / 1 tt\ 

2H), 8.17 (d, J=8.1 Hz, 2H), 8.26 (m, 1H), 
12.66 (br s, 1H) 


A- 103 


s-Bu 


H 


F 


s 


0.79 (t, J=7.5 Hz, 3H), 0.83 (d, J=6.9 Hz, J3H), 
1.12 (m, 1H), 1.39 (m, 1H), 1.70 (m, 1H), 3.60 

/ itt\ ry of\ ft oer / f»TT\ o o /.__ -1 T_T\ 

(m, 1H), 7.80-7.85 (m, 2H), 7.88 (s, 1H), 
7.93-8.02 (m, 3H), 8.07 (d, J=8.7 Hz, 2H), 
8.27 (d, J=9.6 Hz, 1H), 12.65 (br s, 1H) 


A- 104 


s -Bu 


H 


F 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, J=6.9 Hz, 3H), 
1.12 (m, 1H), 1.37 (m, 1H), 1.70 (m, 1H), 3.62 
(m, 1H), 7.80-7.85 (m, 211), 7.88 (s, lri), 
7.93-8.02 (m, 3H), 8.07 (d, J=8.7 Hz, 2H), 
8.27 (d, J=9.6 Hz, 1H), 12.65 (br s, 1H) 


A- 105 


-CH2CH2 
-SMe 


H 




R 


1.71-1.89 (m, 2H), 1.94 (s, 3H), 2.29-2.45 (m, 
2H), 3.91 (brs, 1H), 7.55-7.61 (m, 3H), 7.81 
(s, 1H), 7.92-7.96 (m, 4H), 8.10 (d, J=8.1 Hz, 
2H), 8.37 (brs, 1H), 12.79 (brs, lrl) 


A- 106 


-CH2CH2 
-SMe 


H 




R 


1.68-2.00 (m, 2H), 1.94 (s, 3H), 2.26-2.50 (m, 
2H), 2.39 (s, 3H), 3.93(m, 1H), 7. 38(d, J = 8.4 
Hz, 2H), 7.78 (s, 1H), 7. 83(d, J = 8.1 Hz, 2H) 

rr ok/j T q /i TT OXTV ■ Q 1 C\/A T — • Q A TJ»» 

7. yo^a, o — 0.4 Jtlz, xsrl) , o.iu^a, J — o.4 xiz, 
2H), 8.40 (d, J = 8.4 Hz, 1H), 12.8 (br s, 1H) 


A- 107 


-CH2CH2 
-SMe 


H 




R 


1.25 (d, J=6.9 Hz, 6H), 1.80 (m, 1H), 1.94 (s, 
3H), 2.38 (m, 1H), 2.97 (quint, J=6.9 Hz, 1H), 
3.92 (d, J=3.9 Hz, 1H), 7.44 (d, J=8.4 Hz, 
2H), 7.78 (s, 1H), 7.86 (d, J=8.7 Hz, 2H), 7.95 
(d, J-8.4 Hz, 2H), 8.10 (d, J=8,7 Hz, 2H), 
ft 9*\ (A T=7 ft TT-z ITT* 12fi7rtvrft 1 TTi 


A- 108 


-CH2CH2 
-SMe 


H 


CFa0H Q^_ 


R 


1.70-1.91 (m, 2H), 1.94 (s, 3H), 2.28-2.47 (m, 
2H), 3.93(m, 1H), 7. 59(d, J = 7.8 Hz, 2H), 
7.87 (s, 1H), 7. 96(d, J = 8.4 Hz, 2H) 8.09(t, J 
= 9.0 Hz, 4H) , 8.41(br s, 1H), 12.8 (br s, 1H) 


A- 109 




H 


Or- 


R 


2.88 (dd, J=8, 14.1 Hz, 1H), 3.09 (dd, J=6, 
14.1 Hz, 1H), 3.95 (brs, 1H), 6.87-6.98 (m, 
2H), 7.08 (d, J=2.4 Hz, 1H), 7.19 (d, J=7.2 
Hz, 1H), 7.33 (d, J=7.5 Hz, 1H), 7.55-7.62 (m, 
3H), 7.65 (d, J=8.4 Hz, 2H), 7.72 (s, 1H), 7.83 
(d, J=8.4 Hz, 2H), 7.79-7.97 (m, 2H), 8.39 
(brs, 1H), 10.76 (s, 1H), 12.72 (brs, 1H) 
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No. 


R2 


R 2 ' 


R6 


* 


1H-NMR (DMSO-ds) 


A- 1 10 




TT 
XI 




■p 


2.40 (s, 3H), 2.88 (dd, J=8.4, 14.4 Hz, 1H), 
3.09 (dd, J=5.7, 14.4 Hz, 1H), 3.94 (brs, 1H), 
6.87-6.98 (m, 2H), 7.07 (d, J=2.1 Hz, 1H), 
/.iy (a, .J— /.o xlz, lilj, /.00 {ci, J— f.o rlz, 
1H), 7.39 (d, J=8.4 Hz, 2H), 7.65 (d, J=8.4 
Hz, 2H), 7.68 (s, 1H), 7.83 (t-like, J=8 Hz, 
4H), 8.38 (brs, 1H), 12.75 (brs, 1H) 


A-lll 




H 




R 


1.25 (d, J=6.9 Hz, 6H), 2.84-3.12 (m, 3H), 
3.95 (d, J=5.1 Hz, 1H), 6.87-6.98 (m, 2H), 
7.Uo (a, J— z.4 Hz, lri), 7.1© (a, o—l.Z rlz, 
1H), 7.32 (d, J=7.2 Hz, 1H), 7.45 (d, J=8.4 
Hz, 2H), 7.65 (d, J=8.7 Hz, 2H), 7.69 (s, 1H), 
7.82 (d, J=8.4 Hz, 2H), 7.87 (d, J=8.7 Hz, 

OHT\ Q A A I A T Q "1 TT« 1 "LTV 1 r 7 r 7 /« 1 TT\ 

Zrl^, o.44 (a, d— o.JL Hz, 111), 1U. // (S, lxi) 
12.73 (brs, 1H) 


A-112 


H 


H 


f. \ 

MeO-^J— 


R 


2.09 (s, 3H), 2.87 (m, 1H), 3.08(m, 1H), 3.95 
(m, 1H), 6.87-6.95 (m, 2H), 7.07-7.20 (4H, m), 

rj qq /J T n Q TJ— 1 "LTV T CO 1 dl OTTN 

7.81 (d, J=8.7 Hz, 2H), 7.89 (d, J=8.7 Hz, 
2H), 8.44 (d, J=8.1 Hz, 1H), 10.77 (s, 1H) 
12.74 (br s, 1H) 


A- 113 


-ClfcCChH 


H 




R 


2.40-2.68 (m, 2H), 4.14 (br s, 1H), 7. 38(d, J = 
8.4 Hz, 2H), 7.77 (s, 1H), 7, 83(d, J = 7.8 Hz, 
2rl) 7. 9b(a, J — o.4 rlz, Zri) , o.uy(a, J — o.4 
Hz, 2H), 8.42 (br s, 1H), 12.66 (br s, 1H) 


A- 114 


-CH2CH2 
-C02H 


H 




R 


1.69 (m, 1H), 1.88 (m, 1H), 2.24 (t, J=7.5 Hz, 
2H), 3.85(br s, 1H), 7.43 (t, J=9.0 Hz, 2H), 
/.ol (s, irij, #.yo-o.uz jm, 4xij, o.oijDr s, 
1H), 12.44(br s, 2H) 


A- 115 


-CH2CH2 
-C02H 


H 


»-o- 


R 


1.69 (m, 1H), 1.88 (m, 1H), 2.24 (t, J=7.5 Hz, 
2H), 2.39(s, 3H), 3.84(br s, 1H), 7.38 (d, 
J=8.4 Hz, 2H), 7.77 (s, 1H), 7.83 (d, J=8.1 Hz, 
2H), 7.93 (d, J=8.1 Hz, 2H), 8.09 (d, J=8.7 

(brs, 2H) 


A-116 




H 




R 


5.97(d, J = 9.3 Hz, 1H), 7.23-7.32(5H), 7.42(t, 
J = 9.0 Hz, 2H), 7.78(s, 1H), 7.89(d, J = 7.8 
Hz, 2H), 7.95-8.03(m, 4H), 8.94(d, J = 9.0 Hz, 
1H), 13.01(brs, 1H) 


A- 117 


i-Pr 


H 


0 


R 


0.80 (d, J=6.9 Hz, 3H), 0.83 (d, J=6.9 Hz, 
3H), 1.20-1.55 (m, 5H), 1.65-1.85 (m, 3H), 
1.85-2.00 (m, 3H), 2.77 (m, 1H), 3.55 (m, 1H), 
7.18 (s, 1H), 7.89 (d, J=8.4 Hz, 2H), 8.00 (d, 
J=8.7 Hz, 2H), 8.19 (d, J=9.0 Hz, 1H), 12.59 
(br s, 1H) 
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[0071] [^14] 



WO 2005/012268 



PCT/JP2004/010697 



49 



No. 


R 2 


R 6 


* 


1H-NMR (DMSO-de) 


B-l 

XJ~ X 


i-Pr 


\=/ 


R 


0.83 (d, J=6.6 Hz, 3H), 0.88 (d, J=6.6 Hz, 
3H), 2.02 (m, 1H), 3.65 (d, J=6.0 Hz, 1H), 
7 55-7 57 Cm 3IT> 7 66 (A .1=4 2 Hz 1HT> 
7.68 (s, 1H), 7.73 (d, J=4.2 Hz, 1H), 7.90- 
7.94 (m, 2H), 8.55 (brs, 1H), 12.84 (brs, 1H) 


B-2 


i-Pr 


o- 


s 


0.83 (d, J=6.6 Hz, 3H), 0.88 (d, J=6.6 Hz, 
3H), ,2.02 (m, 1H), 3.66 (d, J=5.7 Hz, 1H), 
7.55-7.61 (m, 3H), 7.66 (d, J=3.9 Hz, 1H), 

1 .UO \& t XXX/, l.lv \U., tl — %J,*7 XXZif XXX) f 1 .OI7" 

7.94 (m, 2H), 8.57 (brs, 1H), 12.84 (brs, 1H) 


B-3 


i-Pr 




R 


0.82-0.89 (m, 6H), 2.02 (m, 1H), 3.67 (br s, 
1H), 7.37-7.66 (d, J = 8.4 Hz, 1H), 7.63-7.66 
(m, 3H), 7.72 (s, 1H), 7,81 (d, J = 8.1 Hz, 
1H) 


B-4 


i-Pr 




s 


U.OO V.Cl> D.D XlZ, OXlJ, U.OO tl— D.SI xlZ, 

3H), 2.02 (m, 1H),2.38 (s, 3H), 3.65 (d, 
J=5.7 Hz, 1H), 7.37 (d, J=8.4 Hz, 2H), 7.64 
(s, 1H), 7.65 (d, J=3.9 Hz, 1H), 7.71 (d, 
J=3.9 Hz, 1H), 7.81 (d, J=8.4 Hz, 2H), 8.58 
(brs, 1H), 12.75 (brs, 1H) 


B-5 


i-Pr 




s 


U.oo ^d, o— b.b xlz, oxi), u.oo (a, J— o.o xiz, 
3H), 2.03 (m, 1H), 3.65 (d, J=5.7 Hz, 1H), 
3.84 (s, 3H), 7.11 (d, J=8.7 Hz, 2H), 7.61 (s, 
1H), 7.65 (d, J=3.9 Hz, 1H), 7.70 (d, J=3.9 
Hz, 1H), 7.85 (d, J=9.0 Hz, 2H), 8.57 (br s, 
1H) 


B-6 


i-Bu 


o- 


R 


U. /*7 ^d, ti — O.O xxZ, OxlJ, U.OD V.d, w — O.O XlZ, 

3H), 1.43-1.48 (m, 2H), 1.65 (m, 1H), 3.79 
(t-like, J=7 Hz, 1H), 7.54-7.58 (m, 3H), 7.66 
(d, J=3.9 Hz, 1H), 7.68 (s, 1H), 7.73 (d, 
J=3.9 Hz, 1H), 7.90-7.93 (m, 2H), 8,68 (brs, 

xxx), l^.Oi ^Uib, -xxx) 


B-7 


i-Bu 


■— o- 


R 


0.79 (d, J=6.3 Hz, 3H), 0.86 (d, J=6.6 Hz, 
3H), 1.40-1.55 (m, 2H), 1.64 (m, 1H), 2.38 
(s, 3H), 3.83 (m, 1H), 7.37 (d, J=8.1 Hz, 2H), 
7.63-7.67 (m, 2H), 7.71(d, J=3.9 Hz, 1H), 
7.81 (d, J=8.1 Hz, 2H), 8.68 (brs, 1H), 12.81 
(brs, 1H) 


B-8 


s-Bu 




S 


0.77-0.87(m, 6H), 1.15(m,lH), 1.38 (m, 1H), 
2.38 (s, 3H), 3.70(m, 1H), 7.37 (d, J=8.1 Hz, 
2H), 7.63 (s, 1H), 7.65 (d, J=3.9 Hz, 1H), 
7.71 (d, J=3.9 Hz, 1H), 7.81 (d, J=8.4 Hz, 
2H), 8.60(br s, 1H), 12.77(br s, 1H) 


B-9 


s-Bu 


"•°-0~ 


s 


0.76-0.88(m, 6H), 1.15(m,lH), 1.38 (m, 1H), 
1.74 (br s, 1H), 3.71(br s, 1H), 3.84(s, 3H), 
7.01 (d, J=9.0 Hz, 2H), 7.60 (s, 1H), 7.65 (d, 
J=3.9 Hz, 1H), 7.70 (d, J=3.9 Hz, 1H), 7.80 
(d, J=8,7 Hz, 2H), 8.60(br s, 1H) 



[oo72] m 



15] 
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No. 


R2 


R6 


* 


1H-NMR (DMSO-de) 


B-10 


s-Bu 




s 


0.76-0.88(m, 6H), 1.15(m,lH), 1.37 (m, 1H), 
3.70(br s, 1H), 7.42 (t, J=9.0 Hz, 2H), 7.67 
(s, 1H), 7.72 (d, J=4.2 Hz, 1H), 7.98 (dd, 
J=5.4, 8.7 Hz, 2H), 8.62 (d, J=8.4 Hz, 1H), 
12.8(br s, 1H) 


B-ll 


-CH 2 CH 2 SMe 


o- 


R 


1.72-2.00 (m, 2H), 1.98 (s, 3H), 2.34-2.56 
(m, 2H), 4.01(m, 1H), 7.54-7.60(m, 3H), 7. 
68(d, J = 5.4 Hz, 1H), 7.74 (d, J = 4.4 Hz, 
1H), 7.86-7.96(m, 2H), 8.76 (d, J = 9.0 Hz, 

1 TTV t n rtrt /T_ < TT\ 

1H), 12.92 (br s, 1H) 


B-12 


-CH 2 CH 2 SMe 




R 


1.73-1.96 (m, 2H), 1.97 (s, 3H), 2.35-2.53 
(m, 2H), 2.38(s, 3H), 4.00(m, 1H), 7.37(d 
J = 8.1 Hz, 2H), 7.64-7.68(m, 2H), 7.72(s, 

1 7 ft 1 W T — ft 1 TT-y 1 TTb ft 7fi (A T — Q H 
1X1/, i.Ol ^Q, O — 0. 1 X1Z, 1X1^, O. / D \0. t tl — iJ.U 

Hz, 1H), 12.9 (br s, 1H) 


B 13 






R 


2.39 (s, 3H), 2.91 (dd, J=8.4, 14.4 Hz, 1H), 
3.13 (dd, J=5.4, 14.4 Hz, 1H), 4.00 (brs, 1H), 
6.88-6.97 (m, 2H), 7.10 (d, J=1.8 Hz, 1H), 
7.17 (d, J=7.2 Hz, 1H), 7.37-7.39 (m, 4H), 
7.50 (s, 1H), 7.82 (d, J=8.4 Hz, 2H), 8.71 
lors, in./, lu.ou v s » Hi/ Im.od v.ors, 1X1/ 


B-14 


-CH 2 OH 




R 


2.37(d, J = 5.4 Hz, 2H), 3.69(1H, m), 6.88 (d, 
J = 9.0 Hz, 2H), 7.38(s,lH), 7.45(d, J = 4.2 
Hz, 1H), 7.48(d, J = 3.9 Hz, 1H), 7.63(d, J = 
8.7 Hz, 1H), 8.38(d, J = 8.7 Hz, 1H) 


B-15 


4-OH-Bn 




R 


2.66(dd, J =9, 15 Hz, 1H), 2.89(dd, J = 
5.4,12 Hz, 1H), 3.84 (s, 3H), 3.91 (m, 1H), 
6.59 (d, J = 8.1 Hz, 2H), 6.96 (d, J = 8.4 Hz, 
2H), 7.11 (d, J = 9 Hz, 2H), 7.40 (d, J = 3.9 
Hz, 1H), 7.52(s, 1H), 7.57(d, J = 3.9 Hz, 
1H) , 7.86 (d, J = 9 Hz, 2H), 8.77 (d, J = 9 
Hz, 1H), 9.19(8, 1H), 12.84 (br s, 1H) 


B-16 






R 


2.39(S,1H), 4.98(d, J = 9.3 Hz, 1H), 7.20- 
7.31(5H), 7.37(d, J = 8.1 Hz, 2H), 7.74(s, 
1H), 7.82(d, J = 8.1 Hz, 2H), 7.88(d, J = 8.7 
Hz, 2H), 7.98(d, J = 8.7 Hz, 2H), 8.93(d, J = 
9.3 Hz, 1H) 


; B-17 


• T"» 

l-Pr 




S 


0.83 (d, J = 6.9 Hz, 3H), 0.88 (d, J = 6.9 Hz, 
3H), 2.04 (m, 1H), 3.65 (d, J = 5.4 Hz, 1H), 

n in /i. T Of\ TT_ OTJTX T CC /J T O O TT_ 

7.42 (t, J — o.9 xiz, 2x1), 7 .bo (a, o — o.y xlz, 
1H), 7.67(s, 1H), 7.71 (d, J = 3.9 Hz, 1H), 
7.98 (m, 2H) 


B-18 


i-Pr 


Ay- 


S 


0.81 (d, J = 6.9 Hz, 3H), 0.86 (d, J = 6.9 Hz, 
3H), 2.02 (m, 1H), 3.64 (d, J = 6.0 Hz, 1H), 
7.60-7.69 (m, 4H), 7.78 (brm, 1H), 7.98 (m, 
1H), 8.55 (brs, 1H) 


B-19 


i-Pr 




S 


0.83 (d, J = 6.9 Hz, 3H), 0.87 (d, J = 6.6 Hz, 
3H), 2.01 (m, 1H), 3.65 (d, J = 5.4 Hz, 1H), 
4.31(8, 4H), 7.02 (d, J = 9.0 Hz, 1H), 7.39 
(m, 2H), 7.59 (s, 1H), 7.64 (d, J = 4.2 Hz, 
1H), 7.68 (d, J = 3.9 Hz, 1H), 8.57 (brs, 1H) 



[0073] 



16] 
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No. 


R 2 


R 6 


* 


1H-NMR (DMSO-ds) 


B-20 


i-Pr 


Me— O— 

s 


s 


0.82 (d, J = 6.9 Hz, 3H), 0.86 (d, J = 6.6 Hz, 
3H), 2.01 (m, 1H), 3.64 (d, J = 5.4 Hz, 1H), 
6.94 (dd, J = 1.1 Hz, 3.6 Hz, 1H), 7.53 (d, J 
= 412 Hz.lH), 7.54 (s, 1H), 7.63 (d, J = 3.9 
Hz, 1H), 7.69 (d, J = 3.9 Hz, 1H), 8.56 (brs, 
1H) 



mmm 2 

[0074] Mb22] 



HCI H 2 N - COjMe 
8 



S2Ig 



10 



CO,Me 



OHC' 



Oh 



O 
11 



SS3XS 



CCLMe 



HO-N ^5— ^ O J 



54Xg 



=/ Q H 



12 



N CO,Me 




0-1 



H 3 C 



14 C-1 

[0075] Ullg 

D-77=^f/Wf/WMt (8) (4.13 g, 29.6 mmol) hv-^f-Ul/^VT^^-jV? 
nUK (9) (5.0 g, 24.7 mmol) (DTYyMY^yy^ (50 mL) WfcK* SfcJftTN-^/We 
/V^y^ (6.78 mL, 61.7 mmol) fc&Px., ^ffl-?— ifc«#Lfc Q S^&7j<-2 mol/L 

l±S-r?>^^^**. @^^^/ / ^-^^{CT^ H B B ^-r§^^(-i , 9> Sfe^55-57 °C 
CD g $)4& (10) (5.49 g, J|X^82.6%) &#fc 0 

IR(KBr, v max cm" 1 ) 3281, 1738, 1430, 1348, 1334, 1211, 1165, 1145, 1092 
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! H NMR (CDC1 , 6 ppm): 1.39 (d, J = 7.2 Hz, 3H), 3.54 (s, 3H), 4.00 (m, 1H), 5.23 

3 

(d, J = 8.7 Hz, 1H), 5.43 (d, J = 11.1 Hz, 1H), 5.88 (d, J = 17.7 Hz, 1H), 6.74 (dd, 
J = 11.1, 17.7 Hz, 1H), 7.48-7.54 (m, 2H), 7.76-7.82 (m, 2H) 
[a] +30.7+1.4° (c = 0.511, DMSO, 22 °C) 

D 

TtmftVfiC H NOS)£LT 

12 15 4 

ff^lf:C;53.52, H;5.61, N;5.20, S;11.91 
^{S:C;53.27, H;5.41, N;5.23, S;12.00 
[0076] |g2I|£ 

tt&tfo (10) (5.43 g, 20.2 mmol) (Dmt^U^ (80 mL) 2§f&£-78 °C^£PU * 
y?^tfX%mCm$h50ttmMWlstl o W\UX^;WV7^y{lA mL, 100.8 mmol) 

K&m (id mm-i-z>z.bte<yz<D5Lfoizm^tc 0 

! H NMR (CDC1 3 , 6 ppm): 1.42 (d, J = 7.2 Hz, 3H), 3.56 (s, 3H), 4.07 (m, 1H), 5.42 
(d, J = 8.4 Hz, 1H), 8.02 (s, 4H), 10.10 (s, 1H) 
[0077] fg3XS 

±!E**iSiGDfc^ (11) bMYv^/VTV^mmm. (1.68 g, 24.2 mmol) (D'rh? 
(50 mL) (50 mL) <Dm&fflfc\Z. x ^Tk^hy^A (2.54 g, 30.2 
mmol) ^P^L, MUX— mmWLtCo SJ£^&7k7kK:££\ ^ixf;K*ftmLt 

o mmm^mamt-rhv^^mmxm^u m&mmi'hvvMz.x#M&, m 
i/i^2/3\zxmm^^^m^.mm^^y^^Kxm^t-t^t\^ 

9, S4^98-100 °CO @ #m (12) (3.04 g, 2X5£iiUC<£>JlX*S52.7%) &#fd 0 
IR(KBr, v max cm" 1 ) 3518, 3384, 3300, 1754, 1738, 1722, 1444, 1347, 1273, 1217, 
1166, 1144, 1092 

! H NMR (DMSO-d , 5 ppm): 1.17 (d, J = 7.2 Hz, 3H), 3.42 (s, 3H), 3.90 (m, 1H), 

6 

7.77 (s, 4H), 8.23 (s, 1H), 8.38 (br s, 1H), 11.62 (br s, 1H) 
[a] + 26.7±1.3° (c = 0.514, DMSO, 21 °C) 
7C^##f(C H NOS)i:U 

11 14 2 5 
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f+^fit:C;46.15, H;4.93, N;9.78, S;11.20 
Hi&{iS:C;46.13, H;4.74, N;9.69, S;10.99 
[0078] m4XM 

(12) (501 mg, 1.75 nunoD^N-^nn^fi^gh^K (257 mg, 1.93 mmol) (Di? 
^SVTfs/V&TVr (3 mL) m&&. 60 < CT?30#FW*#Ufc o S^SrO e Ci^*PL 
, ±-3l*$-=-)\,\>)Vzxli/ (13) (305 mg, 2.63 mmol) tN-^JV^e/U^V^ (0.29 mL, 
2.63 mmol) ©^f^*^AnK (2 mL) ^^O^L, IHS/CIO^I^ SfefcSa 
-e-gfe«#bfCo SJCS?KSr*-2 mol/L J&^&r, Sfflfc^/^ttWUfc. 

X^mit-t^bK^O, g4^187-189 °C<D B ttm (14) (467 mg, JR^66.6%) £#fc 

o 

IR(KBr, v max cm" 1 ) 3285, 1740, 1721, 1450, 1434, 1340, 1285, 1170, 1137, 1097 
*H NMR (CDC1, 8 ppm): 1.42 (d, J = 7.5 Hz, 3H), 2.43 (s, 3H), 3.56 (s, 3H), 4.05 
(m, 1H), 5.30 (d, J = 8.4 Hz, 1H), 6.82 (s, 1H), 7.31 (d, J = 8.1 Hz, 2H), 7.71-7.76 
(m, 2H), 7.93-8.04 (m, 4H) 
[a] + 19.0±1.2° (c = 0.512, DMSO, 21 °C) 

D 

5£M4WKC H N O S)t\JX 

20 20 2 5 

fH)MK:C;59.99, H;5.03, N;7.00, S;8.01 
HiM£:C;59.90, H;4.95, N;6.99, S;7.71 
[0079] l5Xg 

(14) (410 mg, 1.02 mmol) (Dit^/V^/Vi&ri/Y (9.2 mL) mM^, ^M.X 

i moi/L T^mit-rw^imw. (3.06 mu ^m.x—mmnvtc 0 #f taut 
•rhv^j^^mmLmm^^xm^vtc^ 7K-2 mo i/L mm\z&€, 

218-221 °Ctf> g $M (C-l, 377 mg, lRs$95.6%) £r#fc 0 
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IR(KBr, v max cm" 1 ) 3391, 1749, 1450, 1434, 1328, 1168, 1112, 1093 

'H NMR (DMSO-d , 5 ppm): 1.19 (d, J = 7.2 Hz, 3H), 2.39 (s, 3H), 3.85 (m, 1H), 

6 

7.40 (d, J = 7.8 Hz, 2H), 7.65 (s, 1H), 7.82 (d, J = 7.8 Hz, 2H), 7.95 (d, J = 8.4 Hz, 
2H), 8.10 (d, J = 8.4 Hz, 2H), 8.32 (d, J = 8.7 Hz, 1H), 12.70 (br s, 1H) 
[a] +3.0±0.9° (c = 0.502, DMSO, 22 °C) 

D 

TtmftMc h Nosm 

19 18 2 5 

f+^fi::C;59.06, H;4.70, N;7.25, S;8.30 
HfHt:C;58.85 f H;4.82, N;7.17, S;8.34 

mmm2. mmBm^m^^K^x, siT^-^k&M (c-d -it&vo ( 

[0080] tffc23] 

R 2 

O-N j- — O I 

r8 "^^C=/ ^"h * C ° 2H 

mm 
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No. 


R 2 


R6 


* 


1H-NMR (DMSO-de) 


C-l 


Me 




R 


1.19 (d. J=7.2 Hz 3H) 2 39 (s 3H) 
3.85 (m, 1H), 7.11-7.17 (m, 2H), 
7.57 (s, 1H), 7.84-7.90 (m, 2H), 
7.90-7.96 (m, 2H), 8.05-8.11 (m, 
2H), 8.19 (d, J=8.7 Hz, 1H), 12.65 
(br s, 1H) 


C-2 


Me 




s 


1.19 (d, J=7.2 Hz, 3H), 2.39 (s, 3H), 
3 85 Cm lKi 7 40 Cd J=7 8 TT* 
2H), 7.65 (s, 1H), 7.82 (d, J=8.1 Hz, 
2H), 7.95 (d, J=8.4 Hz, 2H), 8.10 (d, 
J=8.1 Hz, 2H), 8.32 (d, J=7.5 Hz, 
1H), 12.68 (br s, 1H) 


C-3 


Me 




s 


1.19 (d, J=6.9 Hz, 3H), 1.23 (t, 
J=7 5 Hz 3FH 2 69 fa J=7 5 H7 
2H), 3.85 (m, 1H), 7.43 (d, J=8.1 
Hz, 2H), 7.66 (s, 1H), 7.85 (d, J=8.1 
Hz, 2H), 7.95 (d, J=8.1 Hz, 2H), 
8.10 (d, J=8.4 Hz, 2H), 8.32 (d, 
J=8.4 Hz, 1H), 12.65 (br s, 1H) 


C-4 


Me 




R 


1 1 9 (d J=7 2 H? 3Hi 2 fifi f<* ^TT> 
3.85 (m, 1H), 7.42-7.48 (m, 2H), 
7.68 (s, 1H), 7.82-7.88 (m, 2H), 
7.92-7.98 (m, 2H), 8.07-8.13 (m, 
2H), 8.33 (d, J=7.8 Hz, 1H), 12.70 
(br s, 1H) 


C-5 


Me 




S 


1 19 (d J=7 2 Hz 3Hj 2 55 3Hj 
3.84 (m, 1H), 6.99 (dd, J=0.6, 4.2 
Hz, 1H), 7.44 (s, 1H), 7.55 (d, J=3.9 
Hz, 1H), 7.93 (d, J=8.7 Hz, 2H), 
8.09 (d, J=8.7 Hz, 2H), 8.32 (d, 
J=9.0 Hz, 1H), 12.70 (br s, 1H) 


C-6 


i-Pr 


O- 


R 


0 82 (d J=6 6 Hz 3H^ 0 85 (A 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.52-7.64 (m, 3H), 7.73 (s, 
1H), 7.90-7.98 (m, 4H), 8.10 (d, 
J=8.4 Hz, 2H), 8.20 (d, J=8.7 Hz, 
1H), 12.64 (br s, 1H) 


C-7 


i-Pr 


o- 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.52-7.63 (m, 3H), 7.73 (s, 
1H), 7.91-7.97 (m, 4H), 8.10 (d, 
J=8.4 Hz, 2H), 8.20 (d, J=8.7 Hz, 
1H), 12.66 (br s, 1H) 


C-8 


i-Pr 


>-o- 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 2.39 
(s, 3H), 3.58 (m, 1H), 7.40 (d, J=8.1 
Hz, 2H), 7.65 (s, 1H), 7.82 (d, J=8.1 
Hz, 2H), 7.93 (d, J=8.7 Hz, 2H), 
8.09 (d, J=8.7 Hz, 2H), 8.19 (d, 
J=8.7 Hz, 1H), 12.57 (br s, 1H) 
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[0081] [^18] 



No. 


R2 


R6 


* 


1H-NMR (DMSO-ds) 


C-9 


i-Pr 




s 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.39 
(s, 3H), 3.58 (m, 1H), 7.40 (d, J=8.1 
Hz, 2H), 7.65 (s, 1H), 7.82 (d, J=8.1 
Hz, 2H), 7.93 (d, J=8.4 Hz, 2H), 
8.09 (d, J=8.4 Hz, 2H), 8.19 (d, 
J=8.4 Hz, 1H), 12.64 (br s, 1H) 


C-10 


i-Pr 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (in, 1H), 2.56 
(s, 3H), 3.58 (m, 1H), 7.45 (d, J=8.4 
Hz, 2H), 7.67 (s, 1H), 7.85 (d, J=8.4 
Hz, 2H), 7.93 (d, J=8.4 Hz, 2H), 
8.08 (d, J=8.4 Hz, 2H), 8.19 (d, 
J=8.1 Hz, 1H), 12.62 (br s, 1H) 


C-ll 


i-Pr 




s 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.56 
(s, 3H), 3.58 (m, 1H), 7.42-7.48 (m, 
2H), 7.67 (s, 1H), 7.83-7.88 (m, 2H), 
7.91-7.96 (m, 2H), 8.06-8.11 (m, 
2H), 8.18 (d, J=9.0 Hz, 1H), 12.63 
(br s, 1H) 


C-12 


i-Pr 


Bt -\J- 


R 


0.82 (d, J=7.2 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.23 (t, J=7.2 Hz, 
3H), 1.97 (m, 1H), 2.69 (q, J=7.2 
Hz, 2H), 3.59 (m, 1H), 7.43 (d, 
J=8.1 Hz, 2H), 7.66 (s, 1H), 7.85 (d, 
J=8.1 Hz, 2H), 7.94 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.19 (d, 
J=9.0 Hz, 1H), 12.63 (br s, 1H) 


C-13 


i-Pr 


\ — / 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.23 (t, J=7.5 Hz, 
3H), 1.97 (m, 1H), 2.69 (q, J=7.5 
Hz, 2H), 3.58 (dd, J=6.0, 8.4 Hz, 
1H), 7.43 (d, J=8.4 Hz, 2H), 7.66 (s, 
1H), 7.85 (d, J=8.4 Hz, 2H), 7.94 (d, 
J=8.4 Hz, 2H), 8.09 (d, J=8.4 Hz, 
2H), 8.20 (d, J=8.4 Hz, 1H), 12.65 
(br s, 1H) 


C-14 


i-Pr 




R 


0.81 (d,J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz, 
3H), 1.56-1.72 (m, 2H), 1.97 (m, 
1H), 2.64 (t, J=7.2 Hz, 2H), 3.58 
(m, 1H), 7.41 (d, J=8.1 Hz, 2H), 
7.66 (s, 1H), 7.84 (d, J=8.1 Hz, 2H), 
7.94 (d, J=8.4 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.20 (d, J=9.3 Hz, 
1H), 12.62 (br s, 1H) 



[0082] [*19] 
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mmm 

No. 


R 2 


R6 




1H-NMR (DMSO-de) 


C-15 


i-Pr 


HPr-Q)- 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.25 (d, J=7.2 Hz, 
6H), 1.97 (m, 1H), 2.98 (m, 1H), 
3.58 (d, J=6.3, 9.0 Hz, 1H), 7.47 (d, 
J=8.1 Hz, 2H), 7.67 (s, 1H), 7.85 (d, 
J=8.1 Hz, 2H), 7.94 (d, J=8.4 Hz, 
2H), 8.10 (d, J=8.4 Hz, 2H), 8.20 (d, 
J=9.0 Hz, 1H), 12.65 (br s, 1H) 


C-16 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.25 (d, J=7.2 Hz, 
6H), 1.97 (m, 1H), 2.98 (m, 1H), 
3.58 (br t, J=6.9 Hz, 1H), 7.47 (d, 
J=8.1 Hz, 2H), 7.66 (s, 1H), 7.86 (d, 
J=8.1 Hz, 2H), 7.94 (d, J=8.4 Hz, 
2H), 8.10 (d, J=8.4 Hz, 2H), 8.20 (d, 
J=8.7 Hz, 1H), 12.65 (br s, 1H) 


C-17 


i-Pr 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 0.91 (t, J=7.5 Hz, 
3H), 1.36-1.40 (m, 2H), 1.54-1.66 
(m, 2H), 1.97 (m, 1H), 2.66 (t, J=7.8 
Hz, 2H), 3.58 (m, 1H), 7.41 (d, 
J=8.1 Hz, 2H), 7.66 (s, 1H), 7.84 (d, 
J=8.1 Hz, 2H), 7.93 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.1 Hz, 2H), 8.20 (d, 
J=9.3 Hz, 1H), 12.64 (br s, 1H) 


C-18 


i-Pr 


M8 ° — \ T - 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(dd, J=5.7, 8.7 Hz, 1H), 3.85 (s, 
3H), 7.40 (d, J=8.1 Hz, 2H), 7.65 (s, 
1H), 7.82 (d, J=8.1 Hz, 2H), 7.93 (d, 
J=8.7 Hz, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.19 (d, J=8.7 Hz, 1H), 12.57 
(br s, 1H) 


C-19 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(dd, J=5.7, 8.7 Hz, 1H), 3.85 (s, 
3H), 7.11-7.18 (m, 2H), 7.57 (s, 1H), 
7.84-7.91 (m, 2H), 7.91-7.96 (m, 
2H), 8.05-8.11 (m, 2H), 8.20 (d, 
J=8.7 Hz, 1H), 12.65 (br s, 1H) 


C-20 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.59 
(dd, J=6.0, 9.6 Hz, 1H), 7.68 (d, 
J=8.4 Hz, 2H), 7.78 (s, 1H), 7.91- 
7.99 (m, 4H), 8.09 (d, J=8.4 Hz, 
2H), 8.20 (d, J=9.6 Hz, 1H), 12.64 
(br &, 1H) 



[0083] [^20] 
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58 



No. 


R 2 


R 6 




1H-NMR (DMSO-de) 


C-21 


i-Pr 




s 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
.T=R Q QTTi -1 Q7 Cm I'm 3 Kft 

(m, 1H), 7.68 (d, J=8.7 Hz, 2H), 
7.78 (s, 1H), 7.94 (d, J=8.7 Hz, 2H), 
7.96 (d, J=9.0 Hz, 2H), 8.09 (d, 
J=8.7 Hz, 2H), 8.19 (d, J=8.7 Hz, 
1H), 12.63 (br s, 1H) 


C-22 


i-Pr 


-o- 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 

(m, 1H), 7.78 (s, 1H), 7.78-7.84 (m, 
2H), 7.86-7.91 (m, 2H), 7.92-7.97 
(m, 2H), 8.06-8.11 (m, 2H), 8.19 (d, 
J=8.7 Hz, 1H), 12.67 (br s, 1H) 


C-23 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 

Hz, 2H), 7.89 (d, J=8.7 Hz, 2H), 
7.94 (d, J=8.7 Hz, 2H), 8.09 (d, 
J=8.7 Hz, 2H), 8.19 (m, 1H), 12.57 
(br s, 1H) 


C-24 


i-Pr 




s 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, 
ti— b.y xiz, on.), i.y / ^m, lxi), o.oy 
(m, 1H), 7.41-7.50 (m, 2H), 7.71 (s, 
1H), 7.94 (d, J=8.7 Hz, 2H), 7.96- 
8.40 (m, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.20 (d, J=8.1 Hz, 1H), 12.60 
(br s, 1H) 


C-25 


i-Pr 


P.0O-Q- 


R 


U,oZ ^a, J— D-D nz, o-tij, u.ou ^a, 
J=6.9 Hz, 3H), 1.96 (m, 1H), 3.59 
(m, 1H), 7.61 (d, J=8.4 Hz, 2H), 
7.80 (s, 1H), 7.92-7.98 (m, 2H), 
8.04-8.13 (m, 4H), 8.21 (d, J=9.0 

11 £(, ill/, J.£i.vJcJ v.*-*-*- °> / 


C-26 


i-Pr 


F.CO-Q- 


S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(t, J=6.9 Hz, 1H), 7.61 (d, J=8.1 Hz, 
2H), 7.80 (s, 1H), 7.95 (d, J=8.7 Hz, 
2H), 8.05-8.13 (m, 4H), 8,20 (d, 
J=9.0 Hz, 1H), 12.65 (br s, 1H) 


C-27 


i-Pr 




R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.92-8.02 (m, 5H), 8.11 (d, 
J=8.7 Hz, 2H), 8.16 (d, J=8.1 Hz, 
2H), 8.20 (m, 1H), 12.63 (br s, 1H) 


C-28 


i-Pr 


F.0-Q- 


S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.91-8.02 (m, 5H), 8.11 (d, 
J=8.7 Hz, 2H), 8.16 (d, J=7.8 Hz, 
2H), 8.22 (d, J=9.6 Hz, 1H), 12.65 
(br s, 1H) 



[0084] 



WO 2005/012268 
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59 



mm 

No. 


R 2 


R 6 


* 


1H-NMR (DMSO-ds) 




i-Pr 


Ma-O— 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.96 (m, 1H), 2.54 
(s, 3H), 3.57 (m, 1H), 6.99 (dd, 
J=0 9 3 6 Hz 1H> 7 44 fa 1H1 
7.55 (d, J=3.6 Hz, 1H), 7.89-7.95 
(m, 2H), 8.04-8.10 (m, 2H), 8.19 (d, 
J=9.3 Hz, 1H), 12.63 (br s, 1H) 


C-30 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.55 
(s, 3H), 3.58 (dd, J=6.0, 9.3 Hz, 
1H), 7.00 (m, 1H), 7.45 (s, 1H), 7.56 
(d, J=3.6 Hz, 1H), 7.92 (d, J=8.7 

" lv 9W^ ft Oft (A T=ft 7 97T* 

8.21 (d, J=9.3 Hz, 1H), 12.66 (br s, 
1H) 


C-31 


i-Pr 


«-o- 

S 


R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.29 (t, J=7.6 Hz, 
3H), 1.94 (m, 1H), 2.91 (q, J=7.5 
Hz, 2H), 3.58 (dd, J=6.3, 9.3 Hz, 
1H), 7.03 (d, J=3.6 Hz, 1H), 7.46 (s, 
1H), 7.57 (d, J=3.6 Hz, 1H), 7.89- 

7 QP> fm 9W. ft OA-ft 1 1 ( TYi 9PTi 
/.iJO ^IH, £tXX)y 0.\Jrk~O.XX \LLLj Ax!}, 

8.20 (d, J=9.3 Hz, 1H), 12.65 (br s, 
1H) 




i-Jrr 


S 


XV 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.30 (t, J=7.5 Hz, 
3H), 1.97 (m, 1H), 2.91 (q, J=7.5 
Hz, 2H), 3.58 (dd, J=6.6, 9.3 Hz, 

XXX/, I.UO \X11, XXX/, I -«±0 XXX/, # -tF 1 

(d, J=3.9 Hz, 1H), 7.92 (d, J=8.4 
Hz, 2H), 8.08 (d, J=8.4 Hz, 2H), 
8.20 (d, J=9.3 Hz, 1H), 12.65 (br s, 
1H) 


C-33 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.36 (d, J=3.9 Hz, 1H), 
7.59 (s, lH), 7.65 (d, J=3.9 Hz, 1H), 
7.90-7.96 (m, 2H), 8.04-8.10 (m, 
2H), 8.20 (d, J=8.7 Hz, 1H), 12.56 
(br s, 1H) 


C-34 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(t, J=6.0 Hz, 1H), 7.35 (d, J=3.9 Hz, 
1H), 7.59 (s, 1H), 7.65 (d, J=3.9 Hz, 
1H), 7.91-7.96 (m, 2H), 8.04-8.09 
(m, 2H), 8.19 (d, J=9.6 Hz, 1H), 
12.62 (br s, 1H) 



[0085] m2Z] 
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mum 

No. 


R 2 


R 6 




1H-NMR (DMSO-de) 


C-35 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(dd, J=6.0, 8.7 Hz, 1H), 7.45 (t, 
J=8.7 Hz, 2H), 7.71 (s, 1H), 7.94 (d, 
J=8.4 Hz, 2H), 7.96-8.03 (m, 2H), 
8.08 (d, J=8.4 Hz, 2H), 8.20 (d, 
J=8.7 Hz, 1H), 12.65 (br s, 1H) 


C-36 


i-Pr 


F 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.77-7.89 (m, 2H), 7.85 (s, 
1H), 7.95 (d, J=8.4Hz, 2H), 8.01 (m 
1H), 8.05 (d, J=8.1 Hz, 2H), 8.21 (d, 
J=8.1 Hz, 1H), 12.63 (br s, 1H) 


C-37 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.78-7.88 (m, 2H), 7.84 (s, 
1H), 7.95 (d, J=8.7 Hz, 2H), 8.01 (m 
1H), 8.07 (d, J=8.4 Hz, 2H), 8.20 (d, 
J=8.7 Hz, 1H), 12.68 (br s, 1H) 


C-38 


i-Pr 


F 
\ 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 2.32 
(s, 3H), 3.58 (m, 1H), 7.52 (m, 1H), 
7.65-7.76 (m, 2H), 7.75 (s, 1H), 7.94 
(d, J=8.7 Hz, 2H), 8.07 (d, J=8.4 
Hz, 2H), 8.20 (d, J=9.0 Hz, 1H), 
12.65 (br s, 1H) 


C-39 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 2.32 
(d, J=1.2 Hz, 3H), 3.58 (m, 1H), 
7.52 (m, 1H), 7.65-7.76 (m, 3H), 
7.94 (d, J=8.7 Hz, 2H), 8.07 (d, 
J=8.7 Hz, 2H), 8.19 (m, 1H), 12.56 
(br s, 1H) 


C-40 


i-Pr 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.86-7.93 (m, 2H), 7.89 (s, 
1H), 7.95 (d, J=8.1 Hz, 2H), 8.07 (d, 
J=8.4 Hz, 2H), 8.18-8.27 (m, 2H), 
12.66 (br s, 1H) 


C-41 


i-Pr 




S 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 7.85-7.92 (m, 3H), 7.95 (d, 
J=8.7 Hz, 2H), 8.07 (d, J=8.7 Hz, 
2H), 8.14-8.25 (m, 2H), 12.63 (br s, 
1H) 



[0086] [^23] 
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3£5£0!l 
No. 


R 2 


R« 


* 


IH-NMR (DMSO-de) 


C-42 


i-Pr 


MeO 

0- 

MeO 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 3.85 (s, 6H), 6.68 (m, 1H), 
7.08 (d, J=2.4 Hz, 2H), 7.77 (a, 1H), 
7.94 (d, J=8.4 Hz, 2H), 8.08 (d, 
J=8.7 Hz, 2H), 8.20 (d, J=9.6 Hz, 
1H), 12.65 (br s, 1H) 


C-43 


i-Pr . 




R 


0.82 (d, J=6.6 Hz, 3H), 0.86 (d, 
J=6.9 Hz, 3H), 1.98 (m, 1H), 3.60 
(m, 1H), 7.61-7.68 (m, 2H), 7.86 (s, 
1H), 7.96 (d, J=8.4 Hz, 2H), 7.98- 
8.14 (m, 4H), 8.13 (d, J=8.4 Hz, 
2H), 8.21 (d, J=9.3 Hz, 1H), 8.56 (d, 
0.3Hz, 1H), 12.66 (br s, 1H) 


C-44 


i-Pr 




R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.6 Hz, 3H), 1.97 (m, 1H), 3.58 
(m, 1H), 6.15 (s, 2H), 7.13 (d, J=8.4 
Hz, 1H), 7.44-7.50 (m, 2H), 7.58 (s, 
1H), 7.93 (d, J=8.1 Hz, 2H), 8.07 (d, 
J=8.7 Hz, 2H), 8.20 (d, J=9.3 Hz, 
1H). 12.65 (br s, 1H) 


C-45 


i-Pr 


°-o- 


S 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(dd, J=5.7, 8.7 Hz, 1H), 6.15 (s, 
2H), 7.13 (d, J=8.7 Hz, 1H), 7.45- 
7.50 (m, 2H), 7.58 (s, 1H), 7.94 (d, 
J=8.4 Hz, 2H), 8.06 (d, J=8.4 Hz, 
2H), 8.20 (d, J=8.7 Hz, 1H), 12.64 
(br s, 1H) 


C-46 


i-Pr 


/— 0 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
(t, J=6.3 Hz, 1H), 4.33 (s, 4H), 7.06 
(d, J=8.7 Hz, 1H), 7.38-7.44 (m, 
2H), 7.57 (s, 1H), 7.93 (d, J=8.7 Hz, 
2H), 8.06 (d, J=8.7 Hz, 2H), 8.18 (d, 
J=8.7 Hz, 1H), 12.63 (br s, 1H) 


C-47 


i-Pr 




R 


0.81 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.96 (m, 1H), 3.28 
(t, J=8.7 Hz, 1H), 3.58 (dd, J=6.3, 
9.3 Hz, 1H), 4.64 (t, J=8.7 Hz, 2H), 
6.96 (d, J=8.4 Hz, 1H), 7.51 (s, 1H), 
7.69 (dd, J=1.2, 8.4 Hz, 1H), 7.80 
(d, J=1.2 Hz, 1H), 7.93 (d, J=8.4 
Hz, 2H), 8.07 (d, J=8.4 Hz, 2H) 
8.18 (d, J=9.3 Hz, 1H), 12.64 (br s, 
1H) 



[0087] [^24] 
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No. 


R 2 


R 6 




1H-NMR (DMSO-de) 


. C-48 


i-Pr 




s 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.29 
(t, J=8.7 Hz, 1H), 3.58 (t, J=6.0 Hz, 
1H), 4.64 (t, J=8.7 Hz, 2H), 6.96 (d, 
J=8.4 Hz, 1H), 7.51 (s, 1H), 7.69 (d, 
J=8.7 Hz, 1H), 7.81 (s, 1H), 7.93 (d, 
J=8.4 Hz, 2H), 8.07 (d, J=8.4 Hz, 
2H), 8.19 (d, J=8.4 Hz, 1H), 12.64 
(br s, 1H) 


C-49 


i-Pr 




R 


0.82 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.59 
(m, 1H), 7.69 (m, 1H), 7.78 (s, 1H), 
7.81 (m, 1H), 7.95 (d, J=8.4 Hz, 
2H), 8.01-8.10 (m, 3H), 8.20 (d, 
J=8.4 Hz, 1H), 12.66 (br s, 1H) 


C-50 


i-Pr 




S 


0.82 (d, J=6.6 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.98 (m, 1H), 3.59 
(m, 1H), 7.69 (m, 1H), 7.79 (s, 1H), 
7.80 (m, 1H), 7.95 (d, J=8.7 Hz, 
2H), 8.01-8.10 (m, 3H), 8.20 (d, 
J=8.4 Hz, 1H), 12.61 (br s, 1H) 


C-51 


i-Pr 


F : 


R 


0.81 (d, J=6.9 Hz, 3H), 0.85 (d, 
J=6.9 Hz, 3H), 1.97 (m, 1H), 3.58 
Cm iK) 3 94 (s 3K) 7 39 Cm 1H) 
7.65 (s, 1H), 7.71-7.85 (m, 2H), 7.94 
(d, J=8.1 Hz, 2H), 8.06 (d, J=8.1 
Hz, 2H), 8.20 (d, J=9.3 Hz, 1H), 
12.66 (br s, 1H) 


C-52 


i-Bu 


\=/ 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.52 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H), 7.52- 
7.64 (m, 3H), 7.74 (s, 1H), 7.90-7.98 
(m, 4H), 8.14 (d, J=8.4 Hz, 2H), 
8.33 (d, J=8.7 Hz, 1H), 12.65 (br s, 
1H) 


C-53 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 2.39 (s, 3H), 3.72 (m, 
1H), 7.40 (d, J=8.1 Hz, 2H), 7.65 (s, 
1H), 7.83 (d, J=8.1 Hz, 2H), 7.93 (d, 
J=8.4 Hz, 2H), 8.10 (d, J=8.4 Hz, 
2H), 8.30 (d, J=8.4 Hz, 1H), 12.63 
(br s, 1H) 


C-54 


i-Bu 


*— O- 


S 


0 73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.52 (m, 2H), 
1.61 (m, 1H), 2.39 (s, 3H), 3.72 (m, 
1H), 7.40 (d, J=8.4 Hz, 2H), 7.66 (s, 
1H), 7.83 (d, J=8.1 Hz, 2H), 7.93 (d, 
J=8.7 Hz, 2H), 8.10 (d, J=8.7 Hz, 
2H), 8.31 (d, J=9.3 Hz, 1H), 12.63 
(br s, 1H) 
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[0088] [^25] 



mm 

No. 


R2 


R6 




1H-NMR (DMSO-cU) 


C-55 


i-Bu 


\=/ 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.25 (t, J=7.5 Hz, 
3H), 1.30-1.50 (m, 2H), 1.61 (m, 
1H), 2.69 (q, J=7.5 Hz, 2H), 3.72 
(m, 1H), 7.43 (d, J=8.1 Hz, 2H), 
7.66 (s, 1H), 7.85 (d, J=8.1 Hz, 2H), 
7.92 (d, J=8.4 Hz, 2H), 8.10 (d, 
J=8.4 Hz, 2H), 8.32 (d, J=8.4 Hz, 
1H), 12.65 (br s, 1H) 


C-56 


i-Bu 


\=/ 


s 


0.74 (d, J=6.6 Hz, 3H), 0.84 (d, 
J=6.6 Hz, 3H), 1.23 (t, J=7.5 Hz, 
3H), 1.32-1.52 (m, 2H), 1.61 (m, 
1H), 2.70 (q, J=7.5 Hz, 2H), 3.73 
(m, 1H), 7.44 (d, J=8.1 Hz, 2H), 
7.67 (s, 1H), 7.86 (d, J=8.1 Hz, 2H), 
7.90-7.96 (m, 2H), 8.08-8.14 (m, 
2H), 8.31 (d, J=9.0 Hz, 1H), 12.63 
(br s, 1H) 


C-57 


i-Bu 


\ — / 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz, 
3H), 1.32-1.50 (m, 2H), 1.55-1.72 
(m, 3H), 2.64 (t, J=7.5 Hz, 2H), 
3.72 (m, 1H), 7.41 (d, J=8.4 Hz, 
2H), 7.66 (s, 1H), 7.84 (d, J=8.4 Hz, 
2H), 7.92 (d, J=8.4 Hz, 2H), 8.10 (d, 
J=«.7 Hz, 2H), 8.31 (d, J=8.1 Hz, 
1H), 12.66 (br s, 1H) 


C-58 


i-Bu 


\ / 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 0.92 (t, J=7.5 Hz, 
3H), 1.33-1.50 (m, 2H), 1.53-1.72 
(m, 3H), 2.64 (t, J=7.8 Hz, 2H), 
3.73 (m, 1H), 7.41 (d, J=8.4 Hz, 
2H), 7.66 (s, 1H), 7.84 (d, J=8.4 Hz, 
2H), 7.93 (d, J=8.7 Hz, 2H), 8.10 (d, 
J=8.7 Hz, 2H), 8.31 (d, J=9.0 Hz, 
1H), 12.63 (br s, 1H) 


C-59 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.25 (d, J=6.9 Hz, 
6H), 1.33-1.51 (m, 2H), 1.61 (m, 
1H), 2.98 (m, 1H), 3.73 (m, 1H), 
7.47 (d, J=8.4 Hz, 2H), 7.66 (s, 1H), 
7.86 (d, J=8.4 Hz, 2H), 7.93 (d, 
J=8.4 Hz, 2H), 8.11 (d, J=8.4 Hz, 
2H), 8.31 (d, J=8.7 Hz, 1H), 12.64 
(br s, 1H) 



[0089] [^ 



26] 
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No. 


R 2 


R6 


* 


1H-NMR (DMSO-de) 


r* en 


i-r>u 




Q 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.25 (d, J=6.9 Hz, 
6H), 1.32-1.50 (m, 2H), 1.61 (m, 
1H), 2.98 (m, 1H), 3.73 (m, 1H), 

H (A T — ft yl TT»» ' OTT\ "T £A fa 1 TIN 
^Cl, 0— 0.4 JtlZ, ££1), /.DO {8, J-XlJ, 

7.85 (d, J=8.4 Hz, 2H), 7.93 (d, 
J=8.4 Hz, 2H), 8.10 (d, J=8.4 Hz, 
2H), 8.32 (d, J=8.4 Hz, 1H), 12.65 
(br s, 1H) 


C-61 


i-Bu 


MeS — v 


K 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 2.56 (s, 3H), 3.72 (m, 
IH), 7.4z-7.4o (m, /.o7 (s, 111;, 
7.83-7.88 (m, 2H), 7.90-7.96 (m, 
2H), 8.07-8.12 (m, 2H), 8.30 (br d, 
J=7.2 Hz, 1H), 12.65 (br s, 1H) 


C-62 


i-Bu 




s 


0.73 (d, J-6.3 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.33-1.51 (m, 2H), 
1.61 (m, 1H), 2.56 (s, 3H), 3.73 (m, 
lxl), 7.45 (a, J=8.4 Hz, Zti), 7.oo (s, 
1H), 7.86 (d, J=8.4 Hz, 2H), 7.93 (d, 
J=8.4 Hz, 2H), 8.10 (d, J=8.4 Hz, 
2H), 8.32 (d, J=7.2 Hz, 1H), 12.65 
(br s, 1H) 


C-63 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 111), o.lZ (m, 111), o.oo (s, 
3H), 7.11-7.17 (m, 2H), 7.57 (s, 1H), 
7.84-7.90 (m, 2H), 7.90-7.95 (m, 
2H), 8.06-8.11 (m, 2H), 8.31 (d, 
J=9.0 Hz, 1H), 12.65 (br s, 1H) 


C-64 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1 61 Cm 1H. 3 72 Cm 1ED 3 85 (s 
3H), 7.14 (d, J=9.0 Hz, 2H), 7.57 (s, 
1H), 7.88 (d, J=9.0 Hz, 2H), 7.92 (d, 
J=8.7 Hz, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.31 (m. 1H), 12.68 (br s, 1H) 


C-65 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1.61 (m, lH), 3.73 (m, 1H), 7.77- 
7.84 (m, 3H), 7.85-7.91 (m, 2H), 
7.91-7.97 (m, 2H), 8.07-8.12 (m, 
2H), 8.31 (d, J=8.7 Hz, 1H), 12.63 
(br s, 1H) 



[0090] [^27] 
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No. 


R 2 


R6 


* 


1H-NMR (DMSO-de) 


C-66 


i-Bu 




s 


D.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.33-1.45 (m, 2H), 
i.du im, Xx\) t o. i & yjs^y J--ny> \s, 
1H), 7.81 (d, J=8.7 Hz, 2H), 7.89 (d, 
J=8.7 Hz, 2H), 7.94 (d, J=8.7 Hz, 
2H), 8.10 (d, J=8.4 Hz, 2H), 8.31 
(m, 1H), 12.55 (br s, 1H) 


C-67 


i-Bu 


■<- o- 


R 


0. 73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 

1 ft! /'wi 1T-H Q 79 1TT\ 7 ftft (A 

1. Di ^m, liij, o. /z ^m, lily, /.do \Q> 
J=9.0 Hz, 2H), 7.78 (s, 1H), 7.94 (d, 
J=8.7 Hz, 2H), 7.96 (d, J=9.0 Hz, 
2H), 8.10 (d, J=8.7 Hz, 2H), 8.32 
(m, 1H), 12.57 (br s, 1H) 


C-68 


i-Bu 


-o- 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 

l.Ol V.D1, 111/, o. ^m, 111/, /.OO ^CL, 

J=8.7 Hz, 2H), 7.78 (s, 1H), 7.94 (d, 
J=8.7 Hz, 2H), 7.96 (d, J=8.7 Hz, 
2H), 8.10 (d, J=8.7 Hz, 2H), 8.32 
(m, 1H), 12.63 (br s, 1H) 


C-69 


i-Bu 




s 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.32-1.50 (m, 2H), 
l.oU ^m, lxlj, o. / o ^m, ixi/, /.^i- 
7.50 (m, 2H), 7.71 (a, 1H), 7.93 (d, 
J=8.7 Hz, 2H), 7.96-8.40 (m, 2H), 
8.10 (d, J=8.7 Hz, 2H), 8.33 (m, 
1H), 12.60 (br s. lH) t 


C-70 


i-Bu 


r,oo-Q- 


R 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.38-1.51 (m, 2H), 

"1 ft 1 1 TT\ Q HA tm 1 TTi 7 ft 1 (A 

J=8.4 Hz, 2H), 7.81 (s, 1H), 7.94 (d, 
J=8.4 Hz, 2H), 8.04-8.14 (m, 4H), 
8.33 (d, J=9.0 Hz, 1H), 12.64 (br s, 
1H) 


C-71 


i-Bu 


P.CO-Q- 


S 


0.74 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1 61 (m IfD 3 73 1H} 7 61 (d 
J=8.1 Hz, 2H), 7.81 (s, 1H), 7.92- 
7.97 (m, 2H), 8.05-8.13 (m, 4H), 
8.32 (d, J=9.3 Hz, 1H), 12.63 (br s, 
1H) 


C-72 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.52 (m, 2H), 
1.60 (m, 1H), 3.73 (m, 1H), 7.95 (d, 
J=8.7 Hz, 2H), 7.95 (s, 1H), 7.95- 
8.02 (m, 2H), 8.12 (d, J=8.7 Hz, 
2H), 8.16 (d, J=8.1 Hz, 2H), 8.34 (d, 
J=8.4 Hz, 1H), 12.65 (br s, 1H) 



[0091] [S28] 



WO 2005/012268 



PCT/JP2004/010697 



66 



No. 


R 2 


R 6 


* 


1H-NMR (DMSO-de) 




i Tin 






0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 3.73 (m, 1H), 7.92- 
8.02 (m, 5H), 8.12 (d, J=8.7 Hz, 
2H), 8.16 (d, J=8.1 Hz, 2H), 8.34 
(m, 1H), 12.64 (br s, 1H) 


C-74 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 2.55 (a, 3H), 3.72 (m, 
1H), 6.99 (dd, J=1.2, 3.6 Hz, 1H), 
7.44 (s, 1H), 7.55 (d, J=3.6 Hz, 1H), 
7.88-7.94 (m, 2H), 8.05-8.11 (m, 
2H), 8.31 (d, J=6.9 Hz, 1H), 12.63 
(br s, 1H) 


C-75 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 2.55 (s, 3H), 3.72 (m, 
1H), 7.00 (dt, J=3.6, 0.9 Hz, 1H), 
7.45 (s, 1H), 7.56 (d, J=3.6 Hz, 1H), 
7.89-7.94 (m, 2H), 8.06-8.12 (m, 
2H), 8.32 (d, J=8.7 Hz, 1H), 12.64 
(br s, 1H) 


C-76 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1,30 (t, J=7.5 Hz, 
3H), 1.33-1.50 (m, 2H), 1.60 (m, 
1H), 2.91 (q, J=7.5 Hz, 2H), 3.72 
(m, 1H), 7.03 (d, J=3.6 Hz, 1H), 
7.46 (s, 1H), 7.58 (d, J=3.6 Hz, 1H), 
7.91 (d, J=8.4 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.32 (d, J=8.4 Hz, 
1H), 12.64 (br s, 1H) 


C-77 


i-Bu 


s 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.29 (t, J=7.5 Hz, 
3H), 1.33-1.51 (m, 2H), 1.60 (m, 
1H), 2.90 (q, J=7.5 Hz, 2H), 3.72 
(m, 1H), 7.03 (d, J=3.6 Hz, 1H), 
7.45 (s, 1H), 7.57 (d, J=3.6 Hz, 1H), 
7.88-7.94 (m, 2H), 8.05-8.11 (m, 
2H), 8.31 (d, J=8.7 Hz, 1H), 12.63 
(br s, 1H) 


C-78 


i-Bu 


ci ^3 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 7.36 (d, 
J=3.6 Hz, 1H), 7.59 (s, 1H), 7.65 (d, 
J=3.6 Hz, 1H), 7.89-7.96 (m, 2H), 
8.04-8.11 (m, 2H), 8.32 (d, J=8.4 
Hz, 1H), 12.64 (br s, 1H) 



[0092] [^29] 



WO 2005/012268 
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67 



No. 


R 2 


R« 


* 


1H-NMR (DMSO-ds) 


C-79 


i-Bu 


r, — ri 


. 

s 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 7.35 (d, 
J=3.9 Hz, 1H), 7.59 (s, 1H), 7.65 (d, 
J=3.9 Hz, 1H), 7.90-7:95 (m, 2H), 
8.05-8.11 (m, 2H), 8.32 (d, J=7.8 
Hz, 1H), 12.65 (br s, 1H) 


C-80 


i-Bu 


<-o- 


R 


0.74 (d, J=6.6 Hz, 3H), 0.84 (d, 
J=6.6 Hz, 3H), 1.34-1.51 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H), 7.46 (t, 
J=8.7 Hz, 2H) ; 7.72 (s, 1H), 7.94 (d, 
J=8.4 Hz, 2H), 7.96-8.05 (m, 2H), 
8.10 (d, J=8.4 Hz, 2H), 8.32 (d, 
J=8.7 Hz, 1H), 12.65 (br s, 1H) 


C-81 


i-Bu 


F 


R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1:30-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 7.78- 
7.88 (m, 3H), 7.94 (d, J=8.7 Hz, 
2H), 8.01 (dd, J=1.8, 10.2 Hz, 1H), 
8.08 (d, J=8.4 Hz, 2H), 8.33 (d, 
J=7.8 Hz, 1H), 12.66 Obr s, 1H) 


C-82 


i-Bu 


F 

CI — f~ . 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.32-1.52 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H), 7.78- 
7.89 (m, 3H), 7.95 (d, J=8.4 Hz, 
2H), 8.02 (dd, J=1.8, 10.2 Hz, 1H), 
8;08 (d, J=8.7 Hz, 2H), 8.33 (d, 
J=8.4 Hz, 1H), 12.64 (br s, 1H) 


C-83 


i-Bu 


-Ay- 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 2.32 (d, J=1.5 Hz, 
3H), 3.73 (m, 1H), 7.52 (m, 1H), 
7.65-7.78 (m, 2H), 7.75 (s, 1H), 7.94 
(d, J=8.7 Hz, 2H), 8.08 (d, J=8.7 
Hz, 2H), 8.33 (d, J=8.4 Hz, 1H), 
12.60 (br s, 1H) 


C-84 


i-Bu 




S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.32-1.50 (m, 2H), 
1.61 (m, 1H), 2.32 (d, J=1.2 Hz, 
3H), 3.72 (m, 1H), 7.52 (m, 1H), 
7.65-7.77 (m, 2H), 7.75 (s, 1H), 7.94 
(d, J=8.7 Hz, 2H), 8.08 (d, J=8.7 
Hz, 2H), 8.32 (m, 1H), 12.60 (br s, 
1H) 



[0093] K30] 



WO 2005/012268 
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68 



No. ! 


R 2 


R 6 




1H-NMR (DMSO-de) 


C-85 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.32-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 6.15 (s, 
2H), 7.13 (d, J=8.4 Hz, 2H), 7.44- 
7 50 (m 2H) 7 58 (s 1H) 7 93 (d 
J=8.7 Hz, 2H), 8.07 (d, J=8.4 Hz, 
2H), 8.32 (d, J=8.1 Hz, 1H), 12.64 
Cbr b, 1H) 


C-86 


i-Bu 


r ^ — v 

°<>- 


S 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 6.15 (s, 
7 13 Cd J=8 4 H7 2Hi 7 45- 
7.50 (m, 2H), 7.58 (s, 1H), 7.93 (d, 
J=8.4 Hz, 2H), 8.07 (d, J=8.4 Hz, 
2H), 8.31 (d, J=9.0 Hz, 1H), 12.63 
(br s, 1H) 


C-87 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1 fin (m 1TT> 79 fm 1 TTv 7 SR. 

7.93 (m, 2H), 7.89 (s, 1H), 7.95 (d, 
J=8.4 Hz, 2H), 8.08 (d, J=8.7 Hz, 
2H), 8.23 (d, J=1.8 Hz, 1H), 8.32 (d, 
J=7.8 Hz, 1H), 12.64 (br s, 1H) 






a -ij- 


s 


0.73 (d, J=6.3 Hz, 3H), 0:83 (d, 
J=6.9 Hz, 3H), 1.33-1.60 (m, 2H), 
1.61 (m, 1H), 3.72 (m, 1H), 7.85- 
7 98 Cm 3TlS 7 95 Cd ,1=8 4 Hz 
2H), 8.08 (d, J=8.4 Hz, 2H), 8.22 (d, 
J=1.8 Hz, 1H), 8.31 (m, 1H), 12.60 
(br s, 1H) 


C-89 


i-Bu 




R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.9 Hz, 3H), 1.34-1.50 (m, 2H), 
1.60 (m, 1H), 3.72 (m, 1H), 4.33 (e, 
4H), 7.06 (d, J=8.7 Hz, 1H), 7.39- 
7.44 (m, 2H), 7.58 (s, 1H), 7.92 (d, 
J=8.4 Hz, 2H), 8.07 (d, J=8.4 Hz, 
2H), 8.30 (d, J=6.0 Hz, 1H), 12.63 
(br s, 1H) 


C-90 


i-Bu 




R 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.34-1.50 (m, 2H), 
1.61 (m, 1H), 3.29 (t, J=8.7 Hz, 
1H), 3.72 (m, 1H), 4.64 (t, J=8.7 
Hz, 2H), 6.96 (d, J=8.4 Hz, 1H), 
7.51 (s, 1H), 7169 (dd, J=1.2, 8.4 
Hz, 1H), 7.80 (d, J=1.2 Hz, 1H), 
7.92 (d, J=8.4 Hz, 2H), 8.07 (d, 
J=8.4 Hz, 2H), 8.30 (d, J=9.0 Hz, 
1H), 12.64 (br s, 1H) 



[0094] [£31] 



WO 2005/012268 
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69 



mm 

No. 


R 2 


R6 


* 


1H-NMR (DMSO-ds) 


C-91 


i-Bu 




s 


0.73 (d, J=6.3 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.34-1.50 (m, 2H), 
1.60 (m, 1H), 3.29 (t, J=8.7 Hz, 
1H), 3.72 (m, 1H), 4.64 (t, J=8.7 
Hz, 2H), 6.96 (d, J=8.4 Hz, 1H), 
7.51 (s, 1H), 7.69 (d, J=8.4 Hz, 1H), 
7.81 (s, 1H), 7.92 (d, J=8.7 Hz, 2H), 
8.07 (d, J=8.7 Hz, 2H), 8.28 (br s, 
1H), 12.64 (br s, 1H) 


C-92 


i-Bu 


F 


ri 

K 


0.72 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.3 Hz, 3H), 1.34-1.50 (m, 2H), 
1.61 (m, 1H), 3.73 (m, 1H), 7.63- 
7.86 (m, 3H), 7.94 (d, J=8.7 Hz, 
2H), 8.00-8.12 (m, 3H), 8.33 (br s, 
1H), 12.65 (br s, 1H) 


C-93 


i-Bu 


\^=/ 


R 


0.73 (d, J=6.6 Hz, 3H), 0.83 (d, 
J=6.6 Hz, 3H), 1.33-1.50 (m, 2H), 
1.61 (m, 1H), 3.72 (m, 1H), 3.94 (s, 
3H), 7.39 (m, 1H), 7.65 (s, 1H), 
7.72-7.85 (m, 2H), 7.93 (d, J=8.4 
Hz, 2H), 8.07 (d, J=8.4 Hz, 2H), 
8.32 (d, J=8.7 Hz, 1H), 12.62 (br s, 
1H) 


C-94 


s-Bu 




S 


0.78 (t, J=7.2 Hz, 3H), 0.82 (d, 
J=6.6 Hz, 3H), 1.12 (m, 1H), 1.37 
(m, 1H), 1.69 (m, 1H), 2.39 (s, 3H), 
3.62 (m, 1H), 7.40 (d, J=8.1 Hz, 
2H), 7.66 (s, 1H), 7.83 (d, J=8.1 Hz, 
2H), 7.93 (d, J=8.4 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.23 (d, J=9.3 Hz, 
1H), 12.65 (br s, 1H) ! 


C-95 


s-Bu 




S 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.22 
(t, J=7.5 Hz, 3H), 1.37 (m, 1H), 
1.70 (m, 1H), 2.69 (q, J=7.5 Hz, 
2H), 3.62 (t, J=7.2 Hz, 1H), 7.43 (d, 
J=7.8 Hz, 2H), 7.66 (s, 1H), 7.85 (d, 
J=7.8 Hz, 2H), 7.93 (d, J=8.4 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.22 (d, 
J=9.0 Hz, 1H), 12.64 (br s, 1H) 


C-96 


s-Bu 


"•°-Q- 


S 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6;9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.70 (m, 1H), 3.62 (t, J=6.9 
Hz, 1H), 3.85 (s, 3H), 7.11-7.17 (m, 
2H), 7.57 (s, 1H), 7.84-7.90 (m, 2H), 
7.90-7.96 (m, 2H), 8.05-8.11 (m, 
2H), 8.20 (d, J=9.0 Hz, 1H), 12.64 
(br s, 1H) 



[0095] 



WO 2005/012268 



PCT/JP2004/010697 



70 



mum 

No. 


R2 


R 6 


★ 


1H-NMR (DMSO-de) 


C-97 


s-Bu 




s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.6 Hz, 3H), 1.11 (m, 1H), 1.38 
(m, 1H), 1.70 (m, 1H), 2.56 (s, 3H), 
3.62 (dd, J=6.0, 9.3 Hz, 1H), 7.45 
(d, J=8.4 Hz, 2H), 7.67 (s, 1H), 7.85 
(d,.J=8.4 Hz, 2H), 7.93 (d, J=8.4 
Hz, 2H), 8.09 (d, J=8.4 Hz, 2H), 
8.22 (d, J=9.3 Hz, 1H), 12.62 (br s, 
1H) 


C-98 


s-Bu 


s 


s 


0.77 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.6 Hz, 3H), 1.12 (m, 1H), 1.37 
(m, 1H), 1.70 (m, 1H), 2.55 (s, 3H), 
3.61 (dd, J=6.3, 9.0 Hz, 1H), 6.99 
(dd, J=0.9, 3.6 Hz, 1H), 7.44 (s, 
1H), 7.55 (d, J=3.6 Hz, 1H), 7.89- 
7.94 (m, 2H), 8.05-8.10 (m, 2H), 
8.22 (d, J=9.0 Hz, 1H), 12.63 (br s, 
1H) 


C-99 


s-Bu 




s 


0.78 (t, J=7.2 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.30 
(t, J=7.5 Hz, 3H), 1.35 (m, 1H), 
1.70 (m, 1H), 2.91 (q, J=7.5 Hz, 
2H), 3.62 (m, 1H), 7.03 (m, 1H). 
7.45 (s, 1H), 7.57 (d, J=3.6 Hz, 1H), 
7.92 (d, J=8.4 Hz, 2H), 8.08 (d, 
J=8.4 Hz, 2H), 8.21 (d, J=9.0 Hz, 
1H), 12.63 (br s, 1H) 


C-100 


s-Bu 




s 


0.77 (t, J=7.5 Hz, 3H), 0.81 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.37 
(m, 1H), 1,70 (m, 1H), 3.61 (m, 1H), 
7.36 (d, J=3.9 Hz, 1H), 7.59 (s, 1H), 
7.65 (d, J=3.9 Hz, 1H), 7.90-7.97 
(m, 2H), 8.04-8.11 (m, 2H), 8.23 (d, 
J=9.0 Hz, 1H), 12.62 (br s, 1H) 


C-101 


s-Bu 


y. a 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.71 (m, 1H), 3.63 (m, 
1H), 7.52-7.64 (m, 3H), 7.73 (s, 1H), 
7.91-7.97 (m, 4H), 8.11 (d, J=8.4 
Hz, 2H), 8.22 (d, J=9.3 Hz, 1H), 
12.64 (br s, 1H) 


C-102 


s-Bu 


F.<»-0- 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.70 (m, 1H), 3.62 (dd, 
j=6.3, 8.4 Hz, 1H), 7.61 (d, J=8.7 
Hz, 2H), 7.80 (s, 1H), 7.95 (d, J=8.4 
Hz, 2H), 8.04-8.13 (m, 4H), 8.23 (d, 
J=8.4 Hz, 1H), 12.63 (br s, 1H) 



[0096] K33] 



WO 2005/012268 



PCT/JP2004/010697 



No. 


R2 


R 6 


* 


1H-NMR (DMSO-d G ) 


C-103 


s-Bu 




' 

s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.70 (m, 1H), 3.62 (t, J=7.2 
Hz, 1H), 7.79 (s, 1H), 7.81 (d, J=8.4 
Hz, 2H), 7.89 (d, J=8.4 Hz, 2H), 
7.94 (d, J=8.4 Hz, 2H), 8.09 (d, 
J=8.4 Hz, 2H), 8.23 (d, J=9.6 Hz, 
1H), 12.65 (br s, 1H) 


C-104 


s-Bu 


CI 

°-b- 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.16 (m, 1H), 1.36 
(m, 1H), 1.70 (m, 1H), 3.62 (m, 1H), 
7.85-7.92 (m, 3H), 7.95 (d, J=8.4 
Hz, 2H), 8.07 (d, J=8.7 Hz, 2H), 
8.23 (m, 1H), 12.60 (br s, 1H) 


C-105 


s-Bu 


-b- 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.69 (m, 1H), 2.32 (d, 
J=1.5 Hz, 3H), 3.62 (m, 1H), 7.52 
(m, 1H), 7.66-7.76 (m, 3H), 7.94 (d, 
J=8.7 Hz, 2H), 8.07 (d, J=8.7 Hz, 
2H), 8.23 (m, 1H), 12.60 (br s, 1H) 


C-106 


s-Bu 


A \ 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.37 
(m, 1H), 1.69 (m, 1H), 3.62 (m, 1H), 
7.40-7.50 (m, 2H), 7.71 (s, 1H), 7.94 
(d, J=8.7 Hz, 2H), 7.96-8.40 (m, 
2H), 8.09 (d, J=8.7 Hz, 2H), 8.21 
(m, 1H), 12.60 (br s, 1H) 


C-107 


s-Bu 


r, — ^ 


s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H^, 1.38 
(m, 1H), 1.70 (m, 1H), 3.61 (m, 1H), 
7.68 (d, J=8.7 Hz, 2H), 7.78 (s, 1H), 
7.94 (d, J=8.7 Hz, 2H), 7.96 (d, 
J=8.7 Hz, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.21 (m, 1H), 12.60 fl>r s, 1H) 


C-108 


s-Bu 




s 


0.78 (t, J=7.5 Hz, 3H), 0.82 (d, 
J=6.9 Hz, 3H), 1.12 (m, 1H), 1.38 
(m, 1H), 1.70 (in, 1H), 3.62 (m, 1H), 
7.69 (m, 1H), 7.78 (s, 1H), 7.80 (m, 
1H), 7.95 (d, J=8.7 Hz, 2H), 8.01- 
8.10 (m, 3H), 8.22 (br s, 1H), 12.66 
(br s, 1H) 


C-109 


t-Bu 


m-O-. 


R 


0.91 (s, 9H), 2.39 (s, 3H), 3.48 (d, 
J=7.2 Hz, 1H), 7.40 (d, J=8.1 Hz, 
2H), 7.66 (s, 1H), 7.83 (d, J=8.1 Hz, 
2H), 7.94 (d, J=8.4 Hz, 2H), 8.06- 
8.18 (m, 3H), 12.58 (br s, 1H) 



[0097] [^34] 



WO 2005/012268 



72 



PCT/JP2004/010697 



No. 


R 2 


R 6 


* 


1H-NMR (DMSO-de) 


C-110 


. t-Bu 


s 


R 


D *)1 C<» QHI 2 fifi (a 31T> 3 4ft (A 
J=6.3 Hz, 1H), 6.99 (m, 1H), 7.44 
(s, 1H), 7.55 (d, J=3.6 Hz, 1H), 7.92 
(d, J=8.4 Hz, 2H), 8.04-8.18 (m, 
3H), 12.55 (br s, 1H) 


C-lll 


HOOC-CH2- 


-0- 


R 


2.39 (s, 3H), 2.47 (in, 1H), 2.64 (dd, 
J=6.3, 16.2 Hz, 1H), 4.13 (m, 1H), 

7.82 (d, J=8.1 Hz, 2H), 7.94 (d, 
J=9.0 Hz, 2H), 8.09 (d, J=8.7 Hz, 
2H), 8.38 (m, lH), 12.10-13.10 (m, 
2H) 


C-112 


HOOC-CH2- 




S 


2.39 (s, 3H), 2147 (dd, J=6.9, 16.2 
Hz, 1H), 2.64 (dd, J=6.0 ; 16.2 Hz, 

1 TTl A 1 ^ I'm 1 PT\ 7 4rt M T— R 1 

Hz, 2H), 7.66 (s, 1H), 7.83 (d, J=8.1 
Hz, 2H), 7.94 (d, J=8.7 Hz, 2H), 
8.09 (d, J=8.7 Hz, 2H), 8.39 (br s, 
1H), 12.65 (br s, 2H) 


C-113 


HOOC-CH2- 


«-q- 


R 


1.23 (t, J=7.5 Hz, 3H), 2.47 (m, 
1H), 2.64 (m, 1H), 2.69 (q, J=7.5 
xiz, £±i) 9 4.io ^m, in/, <.4o 1,0., 
J=8.4 Hz, 2H), 7.66 (s, 1H), 7.85 (d, 
J=8.1 Hz, 2H), 7.94 (d, J=8.7 Hz, 
2H), 8.09 (d, J=8.4 Hz, 2H), 8.38 
(m, 1H), 12.20-13.10 (m, 2H) 


C-114 


HOOC-CH2- 




R 


n Q9 /f T— 7 ft W-y QXJ^ 1 ftfi 171 

(m, 2H), 2.47 (m, 1H), 2.58-2.68 (m, 
3H), 4.13 (m, 1H), 7.41 (d, J=8.1 
Hz, 2H), 7.66 (s, 1H), 7.84 (d, J=8.4 
Hz, 2H), 7.94 (d, J=8.7 Hz, 2H), 
8.09 (d, J=8.7 Hz, 2H), 8.38 (m, 
1H), 12.20-13.00 (m, 2H) 


C-115 


HOOC-CH2- 




R 


9 /17 1U\ 9 fM /7M T— £ fi Ifi ft 

Hz, 1H), 4.13 (m, 1H), 7.92-8.03 
(m, 5H), 8.12 (d, J=8.4 Hz, 2H), 
8.16 (d, J=8.1 Hz, 2H), 8.40 (m, 
1H), 12.30-13.00 (m, 2H) 


C-116 


HOOC-CH2- 




R 


2.46 (m, 1H), 2.55 (s, 3H), 2.63 (dd, 
J=6 3 16 2 Hz 1H) 4 13 fm. 1H\ 
6.99 (dd, J=1.2, 3.6 Hz, 1H), 7.41 
(s, 1H), 7.55 (d, J=3.6 Hz, 1H), 7.93 
(d, J=8.4 Hz, 2H), 8.08 (d, J=9.Q 
Hz, 2H), 8.37 (m, 1H), 12.20-13.10 
(m,2H) 


C-117 


HOOC-CH2- 




R 


2.49 (m, 1H), 2.64 (dd, J=6.3, 16.2 
Hz, 1H), 4.13 (m, 1H), 7.76-7.90 
(m, 2H), 7.85 (s, 1H), 7.96 (d, J=8.7 
Hz, 2H), 8.01 (m, 1H), 8.07 (d, 
J=8.4 Hz, 2H), 8.39 (m, 1H), 12.20- 
13.10 (m, 2H) 
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[0098] [*35] 



INU. 


R 2 


R 6 


* 


1H-NMR (DMSO-de) 


C-118 


HOOC-CH2- 


F 


R 


2.47 (m, 1H), 2.64 (dd, J=6.3, 16.5 
Hz, 1H), 3.94 (s, 3H), 4.13 (m, 1H), 
7.39 (m, 1H), 7.66 (s, 1H), 7.75 
(m, 1H), 7.81 (dd, J=2.1, 12.4 Hz, 
1 TTl 7 (A .T— ft a H7 9TT\ ft Aft M 

J=8.1 Hz, 2H), 8.39 (m, 1H), 12.33- 
12.88 (m, 2H) 


C-119 


HOOC-CH2- 


F 

A—/ 


R 


2.32 (s, 3H), 2.48 (m, 1H), 2.64 (dd, 
J=6.6, 16.5 Hz, 1H), 4.14 (m, 1H), 
7.52 (m, 1H), 7.66-7.76 (m, 2H), 

n 7|T / Q 1TT\ 7 QC /J T — Q 7 TT_ 

2H), 8.08 (d, J=8.7 Hz, 2H), 8.38 
(m, 1H), 12.20-13.00 (m, 2H) 


C-120 


Ph 




R 


2.56 (s, 3H), 4.97 (d, J=8.7 Hz, 1H), 
7.19-7.33 (m, 5H), 7.40-7.48 (m, 
2H), 7.64 (3, 1H), 7.82-7.91 (m, 4H), 
7.96-8.03 (m, 2H), 8.89 (d, J=8.7 
Hz, 2H), 13.00 (br s, 1H) 


C-121 


Ph 


M.-O- 

s 


R 


O t /* /— OTT\ >* /Vrr /J T q rr tt_ 1 TT\ 

Z.54 (s, ort), 4.97 (a, o—o.l Hz, lti), 
6.99 (dd, J=1.2, 3.3 Hz, 1H), 7.18- 
7.33 (m, 5H), 7.41 (s, 1H), 7.55 (d, 
J=3,3 Hz, 1H), 7.86 (d, J=8.4 Hz, 
2H), 7.98 (d, J=8.4 Hz, 2H), 8.88 (d, 
J=8.7 Hz, 2H), 12.94 (br s, 1H) 


C-122 


Bn 




R 


2.40 (s, 3H), 2.74 (dd, J=9.0, 13.8 
Hz, 1H), 2.98 (dd, J=5.4, 13.5 Hz, 
irl^, o.y4 (xn, ixlj, /.lu-/.^o im, 
5H), 7.40 (d, J=7.8 Hz, 2H), 7.63 (s, 
1H), 7.70 (d, J=8.4 Hz, 2H), 7.83 (d, 
J=7.8 Hz, 2H), 7.94 (d. J=8.1 Hz, 
2H), 8.45 (d, J=8.7 Hz, 1H), 12.80 
(br s, 1H) 


C123 


Bn 




R 


1.23 (t, J=7.5 Hz, 3H), 2.69 (q, 
J=7.5 Hz, 2H), 2.74 (m, 1H), 2.98 
MA J=S4 13 ft Hz ITT* 3 94 (m 
1H), 7.10-7.23 (m, 5H), 7.43 (d, 
J=8.1 Hz, 2H), 7.64 (s, 1H), 7.70 (d, 
J=8.4 Hz, 2H), 7.86 (d, J=8.4 Hz, 
2H), 7.95 (d. J=8.4 Hz, 2H), 8.45 (d, 
J=8.7 Hz, 1H), 12.80 (br s, 1H) 


C-124 


Bn 


«.-0- 

s 


R 


2.55 (s, 3H), 2.74 (dd, J=9.0, 13.8 
Hz, 1H), 2.97 (dd, J=5.4, 13.5 Hz, 
1H), 3.94 (m, 1H), 6.99 (d, J=3.6 
Hz, 1H), 7.10-7.23 (m, 5H), 7.42 (s, 
1H), 7.56 (d, J=3.6 Hz, 1H), 7.68 (d, 
J=8.7 Hz, 2H), 7.93 (d, J=8.4 Hz, 
2H), 8.45 (d, J=8.4 Hz, 1H), 12.80 
(br s, 1H) 



[0099] f*fc0!|l MMP(DWM 



mm 
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MMP-2 fiCalbiochem-Novabiochem International , Inc. J; 9111 A L/c G 
MMP-8«rtT|gCOHuman Bone Marrow cDNA^rfflV^T, PCRfCioTCatalytic 
domain ("Phe-^Gly^iiflUto £ft£His*?\ 3^rn*-T*— £l»gM£&zgA 
Ufc*fli®3§m^^~pTrc99A^n— IPTG (Isopropyl- 0 
-D-thiogalactopyranoside) K£<>XffiW&&&&1itt£\t\ ^^ttSf^^^^Ufc 
(Thau F. Ho, M. Walid Qoronfleh, Robert C. Wahl, Trica A. Pulvino, Karen J. 
Vavra, Joe Falvo, Tracey M. Banks, Patricia G. Brake and Richard B. Ciccarelli: 
Gene expression, purification and characterization of recombinant human neutrophil 
collagenase. Gene 146, (1994) 297-301, ^I^^f f ^^tlStt) 0 ^tt® 

[0100] MMP-9fiY. Okada et al.(Yasunori Okada, Yukio Gonoji, Katsumi Naka, Katsuro 

Tomita.Isao Nakanishi, Kazushi Iwata, Kyoko Yamashita.and Taro Hayakawa. Matrix 
metalloproteinase 9(92-kDa gelatinase/type IV collagenase) from HT1080 human 
fibrosarcoma cells. Purification and activation of the precursor and enzymic 
properties J.Biol.Chem 1992,267,21712-21719)&U ? ^<7)ft!l^;£&[l)Yasunori 
Okada, Tatsuhisa Morodomi, Jan J.Enghild, ko Suzuki, Atsushi Yasui, Isao 
Nakanishi Guy salvesen and Hideaki Nagase Matrix metalloproteinase 2 from human 
rhumatoid synovial fibroblasts. Purification and activation of the precursor and 
enzymic properties. Eur.J.biochem. 1990,194,721-730, 2)Robin V.Ward, Rosalind 
M.Hembry, John J.Reynolds and Gillian Murphy The purification of tissue inhibitor 
of metalloproteinase-2 from its 72kDa progelatinase complex. Biochem.J 
1991,278, 179-187] ^m^-^^XWM, WM^fc 0 IP*?, Human fibrosarcoma 
ATCC HT1080 £r 10% Fatal calf serum (FCS)3rat? Dulbecco's ModifiedMedium 
(DMEM)-C 37°C, 48hrs (5%)l§^b Confluent \^m o Confluent Cell «:FCS£§& 
WcDMEMTHi-i#^£?T&5(2nd) 0 rcDig^B^ MMP-9£r^#<53|> {£. fiDMEM 4* 
\Z 50ng/ml CO Phorbol-12-myristate-13-acetate(TPA) &1JQX.Z> 0 TPA t&mtg^ffl. 
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&it'C>L(3000 rpm, 15 min) , _LJ*S:fiB*H«ifi (UP-20, Toyo)t? ij&450ml^fl|#||L 
tc 0 ^O^^^J?rGelatin-Sepharose > Concanavalin A-Sepharose MMP-9 
SrStff, PS^^tii (UP-20, Toyo) T*»>HtU Sephacryl S-200, Green A matrix 
&f&&UnMPk<D&m&?ftJ:5o ifc^T, Procollagenase&TPCK-Trypsin (Final 
cone. 3 u g/50 n React.Mix) X^^tl^tc 0 
[0101] MMP-12fiHuman Placenta Total RNA/^kRT-PCRl£j;«9Catalytic domain( 100 Phe 
~ 263 Gly)£iii|>gUc 0 rtL&His^ % ai^p*-*-— i?WM^AUc*Ji§®3g 

pTrc99AHE(C^n— ~>^U IPTG (Isopropyl- 0 
-D-thiogalactopyranoside) te«fcoTtftzJM8!&&?T&V\ ^F^i4®5>^^^bfc 0 ^ 
«H4W^^MMP-l2©¥J«iW:, ffir«fe^«t93H4*J(6MS*) fc$S#UfcgL 

dfV— h^D-x-h^^— (Ni Chelateing Sepharose) (ZLj^l^SiUho #CWT\ 

i«9«^ij (6m^^) zm^-rzkmrnzmmw?*— A<^*>(isy&f\,\ m&M 

MMP-l2Sr#fc 0 

MMP-13ftlL-UTNF$lJ^b^b:h^#^^*SISSW1353^^mRNA^^bfc 0 
RT-PCR^J; 19 Catalytic domain( 104 Tyr~ 267 Gly)£J#i|iMbfc o r*T,&His*^\ 
^-if^^f^5L^^AUfc^^^^^-pTrc99AHE(C^n-^^L, 
IPTG (Isopropyl- 0 -D-thiogalactopyranoside) fcioTEt^SSl&iHT&VV ^F^tt 

^^L-fc^, ^/Wdf-U— y^w^Y???^ (Ni Chelateing Sepharose) (Cj:«9#gib 
tc 0 tfCVvC, ^W^J:^^tt^J(6M^^)^^« < t^|B#^^cDy^-^v 2 V^ 
i/Sr^T^, ?£'|4S[MMP-13^#7Co 
[0102] f*$fc#!|2 #SMMP©BI^PW?gft«>SO^& 

MMP0>I*^igt£8!lj£ifctt % C. Graham Knight, Frances Willenbrock and Gillian 
Murphy :A novel coumarin-labelled peptide for sensitive continuous assays of the 
matrix metalloproteinases: FEBS LETT., 296, (1992), 263-266<7)^fe^2pC7c 0 £ 
W:MOCAc-Pro-Leu-Gly-Leu-A Pr(D NP)- Ala- Arg-N H ^Peptide Institute, Inc. 

2 2 

Osaka, Japan£rfflV\fc 0 IS.$^J©Ty*>rttlo(D>fb^4fe(PJ.^J)^oV>TJ!fe©4o 



WO 2005/012268 



76 



PCT/JP2004/010697 



(B) Sf(MSf), Pfi«IJ 

(C) SfCd^gfC), #3(t(MMPs) 

(D) Sf(MSI) 

a#(%)={ i-(a-b)/(c-d)}xioo 

50 

mmp-13<d MFjgttflT$r*40 fc-tti^Pix^uyto 

[0103] [^36] 





MMP-2 


No. 


(MM) 


A-16 


0.0000767 


A- 18 


0.0000674 


A-33 


0.0000971 


C-4 


0.0000934 


C-10 


0.0000619 


C-12 


0.0000832 


C-14 


0.0000533 


C-15 


0.000049 


C-29 


0.0000449 


C-31 


0.0000653 


C-124 


0.0000926 



[0104] [^37] 
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77 





MMP-8 


No. 


OiM) 


A-33 


0.00291 


A-56 


0.00397 


A-79 


0.00111 


B-20 


0.00413 


C-10 


0.0039 


C-17 


0.00421 


C-18 


0.00419 


C-19 


0.00397 


C-29 


0.000567 


C-30 


0.00124 


C-33 


0.000781 


C-34 


0.00177 


C-37 


0.00433 


C-41 


0.00379 


C-44 


0.00359 


C-45 


0.00366 


C-47 


0.00107 


C-48 


0.000892 


C-51 


0.00263 


C-74 


0.00416 


C-75 


0.00198 


C-78 


0.00463 


C-79 


0.00286 


C-86 


0.00478 


C-88 


0.00437 


C-91 


0.00108 


C-96 


0.00229 


C-97 


0.00421 


C-98 


0.00103 


C-100 


0.00111 


C-104 


0.00489 


C-110 


0.00252 


C-116 


0.00230 


C-124 


0.00178 



[0105] [*38] 
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No. 


MMP-9 
(juM) 


A- 18 


0.00052 


A-32 


0.000609 


C-12 


0.000532 


C-20 


0.000920 


C-22 


0.000706 


C-25 


0.000320 


C-29 


0.000340 


C-31 


0.000290 


C-33 


0.000467 


C-36 


0.000741 


C-124 


0.000585 



[0106] [^39] 
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No. 


MMP-12 
(ixM) 


No. 


MMP-12 
OiM) 


No. 


MMP-12 
(uM) 


A-6 


0.000889 


C-14 


0.000216 


C-60 


0.000335 


A- 16 


0.000687 


C-15 


0.000150 


C-62 


0.000290 


A- 18 


0.000376 


C-16 


0.000287 


C-64 


0.000432 


A- 19 


0.000259 


C-17 


0.000239 


C-66 


0.000218 


A-20 


0.000723 


C-18 


0.000384 


C-68 


0.000295 


A-21 


0.000608 


C-19 


0.000447 


C-71 


0.000203 


A-23 


0.000860 


C-20 


0 000366 


C-73 


0.000251 


A-24 


0 000806 


C-21 


0 000336 


C-75 


0 000677 


A-25 


0 000518 


C-22 


0 000275 


C-77 


0 000676 


A-32 


0 000463 


C-23 


0 000205 


C-79 


0 00080 


A-38 


0 000908 


C-25 1 


0 000196 


C-82 


0 000233 

\s m v/ vy %y aw i»# ty 


A-39 


0 000708 


C-26 


0 000 148 


C-84 


0 000245 


A-40 


0 000861 


C-27 


0 000316 


C-86 


0 000545 


A-41 


0 000470 


C-28 


0 000209 


C-88 


0 000184 


A-56 


0 000898 


C-29 


0 000368 


C-91 


0 000184 

\j x.w^r 


A-61 


0 000810 


C-30 


0 000758 


C-94 


0 000256 




0 000584 


C-31 


0 000566 


C-95 


0 000172 


A-65 


0 000492 


C-32 ! 


0 000574 


C-96 


0 000228 




0 000430 


C-33 


0 000535 


C-97 


0 000239 


A- 79 


0 000622 


C-34 


0 000866 


C-98 


0 000629 


A-81 


0 000357 


C-36 


0 000245 


C-99 


0 000649 


A-84 


0 000690 


C-37 


0.000172 


C-102 


0 00014 


A- 102 


0 000592 


C-38 


0.000245 


C-103 


0 000177 


A- 104 


0 000379 


C-39 


0.000238 


C-104 


0 000281 


A- 108 


0 000764 


C-40 


0.000575 


C-105 


0 000174 


A- 112 


0.000529 


C-41 


0.000294 


C-106 


0.000781 


C-l 


0.000707 


C-44 


0.000649 


C-107 


0.000257 


C-2 


0.000899 


C-45 


0.000641 


C-108 


0.000525 


C-3 


! 0.000547 


C-47 


0.000264 


C-109 


0.000951 


C-4 


I 0.000377 


C-48 


0.000200 


C-114 


0.000578 


C-8 


0.000559 


C-49 


0.000834 


C-117 


0.000967 


C-9 


0.000409 


C-50 


0.000754 1 C-l 18 


0.000904 


C-10 


0.000201 


! C-51 


0.000266 |c-122 


0.000877 


C-ll 


0.000289 


C-54 


0.000343 


C-123 


0.000760 


C-12 


0.000316 


C-56 


0.000289 






C-13 


0.000201 


C-58 


0.000216 







[0107] [&40] 
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MMP-13 


No. 


(HM) 


A- 16 


0.000328 


A- 18 


0.000263 


A- 19 


0.000796 


A-26 


0.000943 


A-32 


0.000193 


A- 107 


0.000658 


A- 108 


0.000635 


A-lll 


0.000465 


A-112 


0.000828 


C-4 


0.000404 


C-10 


0.000282 


C-ll 


0.000739 


C-12 


0.000266 


C-13 


0.000757 


C-14 


0.000150 


C-15 


0.000136 


C-16 


0.000403 


C-17 


0.000578 


C-18 


0.000853 


C-25 


0.000223 


C-26 


0.000884 


C-27 


0.000758 


C-29 


0.000701 


C-31 


0.000536 


C-51 


0.000836 


! C-59 


0.000889 


C-60 


0.000919 


C-95 


0.000702 


C-97 


0.000578 


C-99 


0.000971 


C-102 


0.000837 


C-113 


0.000733 


C-114 


0.000223 


C-115 


0.000643 


C-124 


0.000528 
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[0108] 9mm 



f&ft f£titf&ft 10 mg 

?Lff 700 mg 
^—l/^—^f- 274 mg 
HPC-L 16 mg 



1000 mg 

ntvw-fe/vn— x)fcmm&mMum&.mfc(nvm\^m$L mo. 5— imm)L 
tc<Dib, mutt* &bntct&mmm&MW}&%^(i2/6o*y^)xmmu£i& 

[0109] UMM2 



J&ft m&J&tt 10 mg 

?L*t 79 mg 

^—^^—^ 10 mg 



100 mg 

[OllO] »IJM3 

15 mg 

fLft 90 mg 

=i— I/*?— *f- 42 mg 
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HPC-L 3 me 

150 mg 

[0111] »IJ^U4 

250 
200 

^ff 460 
[0112] m&M5 

80mg 

T'VT'V 59mg 
fifcfeiSHfrfe/l'n— X 59mg 
^Ty^-^^->^A 2me 
-g-ff 200mg 
m&f&ft, t^tV, -tr/Ma— *5±W7 l Tyi«^^^ASr«&&U No. 
45^v^U. S. (^SV^jlLTSMSCi^^^i^W^OOmgT o3tf&'fZ> 0 
[0113] »$J0»6 

10 mg 

¥L*t 90 mg 

fifcjgiiHr/Ha— 7\ 30 mg 

CMC-Na 15 mg 
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^TU^efhy^fr^frA 5 me 

150 mg 

%m, 3R*£JI1r/i'n— * N CMC-Na (*;^df ; ^ 

j*m&u mmmmtt&ftZo #&&M&m.ttu i50m g o£g#j&#5 0 

[0114] »17 

250 
400 

nfiMfc^*(t*-A) 10 
^-rry^gfc 5 



ff 665 



[0115] WJ^!J8 

^4j&#60mg&^t^#Jfm^£5t-$^« : 

60 mg 

T^^V 45 mg 

m^^ttir^n-^ 35 mg 

^yt^/l-t o n!JKv(7K^10%^^) 4 mg 
■^-hy^^^^^-^^^^T 0 ^ 4. 5mg 

^ry^^^v"^^ 0. 5mg 

Vft^ 1 mg 

-a- If 150 mg 
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l&IIILTNo. 18/s/v^-U. S. ^SV^Ciii-, hibfrZfrNo. 60*y^U. S. 

[0116] mmm9 

m&&ft 0. 25 

/U 25. 75 

7 B n^7>'h22(*nn^7/V^-n/*>') 74. 00 
-S-ff- 100. 00 

C0H7] mmmo 

225mg 

la^pfliJt&si^y-feyK 2ooomg 



ft 2225mg 



tons] wmmu 

Sttfifc^ 50mg 
-^MJ^^/^df-v-^^/Hr/kn— ^ 50mg 
Vny/ 1. 25ml 

0. 10ml 

mm q. v. 
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q. v. 

WJfcdcSrJP^W- 5ml 
ffiM^lrNo. 45^yi^3.U. S. ^-hy^^/^^^^Hr/V 

[0119] »"J#!jl2 

m&i&tt lOOmg 
£3S^fck 1000ml 

[0120] *gpj0!|13 

127mg 

?=.l'8rt-bV 1 ?J*2fc'ft}tto 36mg 
■v^—l — /V 180mg 

*U]O^^^5/7 0 ^-40 o C-e3^r H 1, fVMS^^^lOt-ClONFra, ffiJMg 
^7 l ^&-40 , Ct?3^Mfi 1 5o ^<£>^ I0Ie]co^^^^O c C > 10Pa"C60NpW 

[0121] »JM14 

mm ( i omi tp ) \*&<D& imm-rz> 

fe&J&ft lmg 
m^V±])> 250mg 
s#!Jy/W<*- h80 200mg 

lmol/L TK^b^hy^A 31* 



m 
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lmol/L MM MM. 

mmmm^m^^r iomi 
fe&j&fttmmm&m^^zzt\c£vm&f&ft<D^mi>K o. 0001%, 0 

. 001%, 0. 005%, 0. 05%, 0. 1%, 0. 5%, 1. 0%, 3. 0% N 5. 0%(w/v)-C 

[0122] 

m&J&ft 2 mg 

3)/Vtf5;^\?=^— /V/tfy-v— 5 mg 

L-T/V*c=-y 10 mg 

mti-Y^J^ 0. 6mg 

«^7k 82. 4me 

100 mg 

[0123] »J#I16 

10mg 

VJ^^m^fyy^ 0 ^ 990mg 

lOOOrng 

[0124] MMM17 

lOmg 

MWl/^y-il/ 75mg 
Sfe!7iry^ 925mg 
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lOOOmg 

[0125] ^mm^m^y^^—^m^i-^^^r^mmm-i, -?hvy?x*? 
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[1] -^(1): 

R 6 — R 5 — R 4 -S0 2 —W (I) 

Hfc2] 



C R 1 C R 1 -C R 1 ~C 

R 3 



Z'te-CH -NH-, -O-, *fcfi-S-; 

2 

R 5 «:&: 

Mk3] 




zl 




o 
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TV NTt <tv ^^n7;^, ^fc««m^tbTV >-Ob <fcv >^ffili»S) 
[2] W^|5 

R 2 

|— N^C-R 1 
R 3 O 

[3] R 6 ^iS: 
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(R'te^n^MteLT, mkT/V^/V^ v^nT/l^/K i&®.T/i>tr~/v 

-40^ ; p{3:0-5<£>Mfc ; q«:0-6tf)Sifc ; rttO— 7©£ifc ; sttO— 1 1 ©It) 
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[6] R 2 &fcmj%+, -ry^ntVu, s-:/^VK -Yyy*?vK t-y^/K fcKn=*So< 

^-/K l-tK^v'^vK 2-fcKndrv/oi^/w s ^/wj^v-y^/K ijtva^^y^f- 

^fn^is/V^sV^ 4-T^yy^/K y^— /K 4-fcKn 

S^/K 4-:/p^e^<^v ? /K 4-=hn^<V^K :7ai~/l^n^/K l-^^vy^K 2 
-^-y^/M^VK f7x^;Mf^, -f yKU/K f-x^/u^ sti/V— ;W3- f/M^ 

[7] RV>7k^j)ji^&5f»*<D$5Higi^~^ w 

[8] R 4 ^H, 4-^^^l^>-*fc«2, 5-tt7^l'i?J/l'Xfo&m&(D%mf5lTg—%$7 

[9] R 6 ^5£: 
Hfc6] 




[10] -^(II-A): 
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Z X 'I H 

'O 



COOH (H-A) 



R 8 tt7K*j^^, y^/K ^y^PtVK s-y^/K -ryy?vK t-y^/K tK 

n^yy^/K l-fcKn^rvoi^vK 2-fcKn^y^/K ^/l^^yy^/K 
v^^/K 2-* s J-/V?-fr=- s ?fls* 7^~;V^ 4-tKa^V7x^;i/, ^VvvK 4-fcK 

X(i-CH = CH-*fc^-S- ; 

N O O -N 



Zte-CH = CH-^fcfi-S- ; 

fcKn^>{gr(ST/V3VK Ti'/K iXTA ^fctefim^nTl vobil^/) 

[11] -JK^(II-B): 

Wb9] 



R teTkHJj^ ;^/K -fy^ntVK s-:/^/K -fyy^vK t-y^vK fcK 
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[12] 
[13] 
[14] 
[15] 
[16] 



n^v'^/K l-fcKndf-i^^vK j]jV?$*ci/^f-;V, 
Z/^J-jU, jVf-ifrzxf'A'^ ~7?l=.)V, ^i/vvK 4-fcK 

ndf-v~<:^/K Sfctt, -Y^K— iVWfvV; 
X(4-CH= CH-^fc^-S- ; 

MfclO] 

N O O -N 



R 20 *3«ttm 21 ^— *|t/j;o-C, -CH=CH-CH=CH-, -O-CH -0- N -O-CH 

2 

-CH -0-„ -CH -CH -O-. t>b<«-0-CH -CH -"C*t?$nttSSSr^J5)c 

2 2 2 2 2 2 
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